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mm*} mmm 

(i) 

l ] 




;i*cjvy$ r^ys- G.^rftsra-^b < i < tt 2jgJUt(Z>ggl*&;f 

3rS/#;i/jj<— . • yvftit* 7i-^sxs 
m b r v%t % <fc vn-csmt ^^g, ^ a ^>n^?jWfi#i b r v%t % £ ^i&mr $/ 
r 3 , r 5 , R 6 }iH^xttM*ot»r;^^ ismr;m^s/^x 

U Bl«m^3Z:i«^-?^^b, n«0~2©^mS:^t-c ) T*it3#t3 
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[0 0 0 1] 
[0 0 0 2] 

h>3K>^ (hVk + -atp a s e) ffi^Mtt, 

783-*§\ ffl|igS#ff<k|ii!W094/27988-i§\ #0gHg61-5O978-£, H64-6270-&, W61-22 
[0 0 0 3] 

4 5 0 (CYP) CD— ^fS"e^5CYP 2 C 1 9 K <fc U^JC^StlSr 
£H£;fl£{CSo£. (Clin.Pharmacokinet.,1996,Vol.31,p9-28, ^H#ff||58771 
92-i§\ Aliment. Pharmacol. Ther., 2001, Vol. 15, p793-803) „ t. fe, #£#©^0 
h>#>:7MF8ff f h^n-AP4 5 OCDf&O^QT'&^C YP 1 

A2775'J- SrSNM* 5 r T (Xenobiotica,1997,Vol.27,No.l 

,Pl"9) B 

[0 0 04] 

fcMC£V^&, CYP 2C 1 9{Cttit^#§tf^fe<g>rt^P)tl> ifrfelft 
*#^^1f-##&ir-££:tf>, CYP2C1 9tCJ:*JftWt:gWSSJE#<Z>:7n 
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&£Zl£:#£ll£>;flTVN<g (Ann. Intern. Med. ,1998, Vol. 129, 1027-1030. Gastroen 
terology, 2001, Vol. 120, Suppl.l. ,A-432, (#2203) , Gastroenterology, 2001, 
Vol.l20,Suppl.l.,A-435, (#2219) ) 0 lot, Z. tl £ <DmM<D7°T* # tf5 

z.<D&otemm-fr*>, m^<Dzfu by^y^mmn^mmt^m^iz},^ mm 

ent . Pharmaco 1 . Ther . , 1 999 , Vo 1 . 13 , p453-458) „ 
[0 0 0 5] 

(Eur. J. Clin. Pharmacol., 1995, Vol. 48, P391-395) „ 
[0 0 0 6] 

U - K. £ o T ft if $ tl 3 Z. £ J C J; *J M ffi f b L T & * * 5 <fc e> &C & § £ i: # 

ftlfbtlTV^. ftoT, CYP l A7 7^J-&iit5^D 

fea#nii:cj:»)CYP i Ay y $ v —&mm£frfcm&K\z. r*ie>©#§ 
«*fr«fc*<BiSttfbjWii:*:u «^^iiiii*r*«!»tt%#AfenTv>s (cast 

roenterology,1990,Vol.99,p737-747) „ 
[0 0 0 7] 

^*ifeoiH^&, CYP2C1 9©»iS?gttic»WSti*cii:«s<, £tf>A 

%Hj^«3U^»^fct&#»*&«^^ ^=cyp iA7y*v-znm 
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[0 0 0 8] 

«, CYP2C1 aiSttPlilWCYP l A2^tg©1-^T^^il^-§^ 
^&X*U-->^£$TfcK:%|gbl^L££3 5, 1 -N-75 7^>X-f 
5 ^y-^/|MW*Xtt*©*««, «tife^nhV3K>^BaWffi€:^U CYP 
2 C 1 9 tCj:Sf^^<S<, C Y P 1 A 2 f#|g«V^ I 

[0 0 0 9] 

t-fc*>t»> #05* (i) 

[0 0 10] 



[001 1 ] 



lit 2] 




(0)n 
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£ < 1 ^ b < 2 W±©g^l«$:^ LT V\T J: W(BiSRy;i/3f 

[0 0 12] 
[0 0 13] 

[0 0 ..m 

*/^n^ntr^s> >fy^fM, sec-^;vs, tert-^;i/«. 

>>^n^;vS. i-*^;i/^;b«, 2 

tert-/^>^;vS, l, 2 -^^^;i/^n^;bS, 
, l -x-^;i/^n tf;i/^, 2/'^ n^s^^^S, l 

2-^^>n//^>^>n/S, 3 -fy^j/M, i-x* 
2-x^;i/^;i/S, l, i -v i, 2-s;^^- 
l, 3 -t?*^/b^/i/as, 2, 2 2, 3- 
5?**/^:7*\fl/afc. 3, 3 l-ii^-i-i^Dif 
/i/g, i 2 -^^;vyntf;i/S. l, l, 2 - h y **)\/zfu t?;i/» 

,1,2, 2-hu^f;i/^nif;i/S, a^^i/fi^W 
e> j: y Lv^«rr;i/*/i>3StoJ:iK*» 1-4 ©tt^xi*^^©^;!'^^ 

5 ffiliEff 2003-3033427 
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[0 0 15] 

i/S7n-7xH$*i/m> >fV^h^rS/S> sec-:f b 3f tert-:/ 

h ^>^^/^^ri/S, 1 2- 

^^h^S, -fV^^fM^^i, tert-^>^;^dri/g> 1, 2- 

^^^;i/^D/K^^^ i -^Ji7u7Si*z/m, */* 

D'Ofjl't^i/S, ^^i/;p^^rS/a, 1 -t^Jl^yf-JVtfiri/^ 2-* 
1 -X^;i/:/h3f 2 -X^^h^^S, 1, 1 

1, 2-^^^;i/^h^2/S. 1, 3 -V*?-fr-7b*c*/m, 2, 2-^*3^ 
^h=¥i/«, 2, 3 -P**)V7h3c*/&, 3, 3 -^*^;i/^h3fS^ 1- 

i -x^;i/^njJ<^r^/S, i -x^- 2 -^^n^*/^ l, 

^mmm 1-4 <dw.mx it-^nv^o y & n * ^m-e & % . . 

[0 0 16] 

^ttOtxttHt^or^— ^/S&jKufcb, i-^n^x;i/ 

^y^f-;i/S, 1 -Ky^~)vm. 2 -^>f-;i/S, 3 -^>-?x 
;HS, 4-/<>f-;H, i/^n^>7=-~;i/^ 1 2 -/\=apiz 

x;bS. 3-/\3fizx;v^ 4 -/sdf-fcx^S, 5 -^-fex;^, i/^n^^r 
•fen^aSk 1, 3 -^df^X—JHW^tf 6>*lS. 309^> «fcy#*bV^ffi 

o 

[0 0 17] 
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[0 0 18] 

r^S^r;i/3=3pi/^;i/^-;vSj tit fata r|s^y;vn^S/*j {c^/tfx 
Jim. >ry^b^r^^;i/7Kn;vs, sec-y> 

y>3f ^#;btftx;i/^, -f y^>^;i/^^rS/*;i/^— tert-^>^;u>r 

/US, 2 3 -*^/i^>3\n -r'ui, 
>K— -f v^S/zv^^/t^x/v^, i ^i^r;^ 

„ 2 - X^;i/^ h ^ $>J}J\'tf-)im, 1,1 *•/!/:?> * ^*/i/vT.V { v^ - ~" -Vtfc-. 

l, 2 -*J%*f-)\s-7 h*ri/%)Vtf=.flsm. 1, 3-i?^f^/^h^rS/^;V3}?-;i/ 
'2, 2 -^*^/i/:?h3ft/#/i/ji?x/i/^ 2, 3 - V***? h**sj]JUtf 
-jvm. 3, 3 -i?^^h^^*;i/)j?-M, l -*^/i/- l -x^/i/^n 
sKap e/#/i/#?x;i/a, i-if;v-2-^f;p^D^>>*^-;i/S, l, l 

, 2 - h V *r;v7utf3r*/ft)Vtf-)im. 1, 2, 2 - h V ^^JVfU^i/ 

i uv^mr;v=i^s/*;i/jJ<x;i/S«^iS[2~5<3DT;i/ndp>>^^/3j?x 
/i/^&&„ 

[0 0 19] 

^7^;i, >fy^f;i/7^;i, ^s/^/i/y^vas, -fv^^w^;*, 
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^i/^ s^t^ - s yjs^tf*- T&tvs- 3©e>-%, 

j: y l v^I7;i/= 3 p;^75 7 Ste^mm ± • - ~ t ;7^7^; s^fe 

[0 0 2 0] 

#2§iJI!fc;J3VM:, r;>n^>I^j 7yftM^\ S^RIK^ ^fgJIC^X 

So 

[0 0 2 1] 

i/7i-^l, 5-hKndfi/7i^;H) , p -fc Fn^i/7i^M (4 - 

[0 0 2 2] 
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tifcv^, mmmmst* 5g^m> y>«*, h^^k 

[0 0 2 3] 

y 7 x -^at- r 2 ^kd^ v&m v < i*ffi«7 ;p n * # ;v /j? 

y, r 3 > r 5 , r 6 & r.u o t *EM7 a- * as, a =r * i/SXtt • %r 

I^T'fi^ tlT V>T =& J: V^3&7 A^ A», 1 73rM 8 ffi© a D 4*>JlH^gg| 

;i/ix»^7-^ST'fe y, A^/<>-tf>atT?»y, B^iiiK-sy, n# 

y^ntf;i/», ^fy^M, ^S/Al, 2-tKn^^xf;H, 2-tiF 
n3^>7ntfA», 3 -t: Fn^f^nif AS, 5- 

tFD^i/^>fM, 2, 2, 2 - h U ^A^nm^Ag, 2-7i^fM 

, ^v^Ag, 7UAS, p-bFndfMv^i, 2 -fc: Kn*t/- 2 -7i 
*^AS, 2 -s;*^at^ * h^^A^-A^Al, 7x- 

^St'fey, R 2 *Mh3fS/ak s^/M-n* ^r^*. 
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2-* h^s/x^/i/as, 3 hdpe/^ntr;!/^ 2, 

2, 2-h'j7^nxfM, 4, 4, 4-h'J7;vtn^fM, 2, 2, 

3, 3, 4, 4, 4-^^^7;V7f-n^;i/S, 2- (2, 2, 2-bU7^ 

nih^>» x^/i/3k 3- (2, 2,. 2- h y ^/btfnxb**/) :/ntr/i/g 

R 8 ^**K?f»D, A#^>i?>^T?&*K B^m^M^T'fey, n 
tfi 1 T*S>S^»W* b V% 0 
[0 0 2 4] 

r 0 0 2 5] 

v^-rn^ i*, ixi^ ic^-r fc * y les-r s r £ # r* & § . 

[0 0 2 6] 
[0 0 2 7] 
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[0 0 2 8] 

U mttlXtt2©»»S:^U R 1 , R 2 , R 3 R 4 R 5 , R 6 , A&tKB&ffr 
[0 0 2 9] 



1 1 



2003-3033427 



$#2 002-096143 



•r&fr-^ hf7^>i do <D#my§ smco x^-jim 

#*ETTiK/SS-&*cii:K:j:»J, h-f ^ #V-;Mi (iv) ##k;n,£ 0 

<ft#y Vju-frbtA&^L&fc (M;U£jtf#^Ax^;i/^i*->^- h^) tfrnifb 

[0 0 3 0] 

ttv*t, *n>jtj?hJ $#\T-jiM (iv) £2-*nn*^;i/t?y 
*n-fb"^ h u 9 a, TKBftfi;* y ?a^wbv^*i» c: * # ; -;k 

S/K, N, N-i;>f M^A7 5 K*0*^D h Vffi»«a, fb7tFn7 

4Bm«#«£fcic«J:yfT3<z>#« : s: bv^ 

[0 0 3 1] 

#3&tJ!fl;#«f (i a) i±, M7t«rr;i/=¥MbM/iS:icJ: y, (i a) *mxM<D 

*&Wib&& (I c) ICi<rfc^i5„ iKJStt, (la) ®^>^^^-=3r^ 

i)\ ^mtThBL^m^xmmth. (id) tufcife, »j»«®#*:T*c a 
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[0 0 3 2] 

(la) «, I&SICJSCTI -N&©r^^3£«^©flliJlfiJSSS:ff 
«&=fre>r£lc«fc>K #3&UHt-&* ( I c) tc#< £ B&RJfcfcb 

$ e> tc, w-fb^- :. 'a J ;J.^{C 1 - n 75; (DgglM Jfr & ff o 
T (lb) t bfct V i? JW* ' A^/^x.lI/iXStert - ^ b api/* 
/i/*©J&#«£ffe>££fc.w'. ^ft^t (I c) t:i<ii:^s. 

[0 0 3 3] 

±m-Vnbfrt~*nWik&%3 (la, I cXSI d) fCS&tCBMfeSJS&tf^ 
rfclCfcU, aa©*»WflS^« (Ie) KUXifctf^SS. KftjElSWu m- 

oxone (^*?>*±§g) ^£J3v^rt#-e£S 0 HHbfiJ&tt* «fb 

;v^<Dmm^&&^teznt><Dm&mM%'. 0-50^0111-1 0^-24^ 
ftmm&i&itmztztotcmEiL- (+) #x»d- (-) &zm$u *m^Ti& 
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[0 0 3 4] 

[0 0 3 5] 
[ft 4] 




(Id) R 8 



[0 f. 3 6] 

-;.,«.->. R 3 > R 4 > R 5 . R 6 , A&tfBtttfrfBfcRSifc : 8:j3* , #-. ) .y^ 
[0 0 3 7] 

W*>. b>f s (v) £ 2-#nn*^;t/fcfU 

*<Z)#«TlcHiSS-&^^^{c j: #2§f£ftiir% (if) ##&*x<5. 
twa*/i/#:/h>f 5#vf-/i/JB (iv) 2 n n try 

mCTffe>. Sfc, (If) l±N-tert-^h^i/^j;i//K-;i/- 3 - (4 — >T 

J:»J, >f^i5fy~^0Dl-N&^T^^S&^-5*^ft^ (Id) 
<3il^t5 0 jR/Stt, (J.0rg.Chem.,58,4791(1993)XliTetrahe 
dronLett., 36, 1439 (1995)) &C*£CT<ffe> 0 
[0 0 3 8] 

J:fl3T?#&tife*»Wfis^«j (Id) \Zt*bizMftBt.fcZft$Z.£K£V, M 

©^w-fb-^ft (i e) KM<z.ttfx*izz> 0 mitRj^itmmtmmizhxnt> 

1 4 ffiSE^ 2003-3033427 
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[0 0 3 9] 

_hfH(Ia), (Ic), (Id), (I e) Xtt*tlfe©3%¥»ffi#4lbT 

#&*ife*»wft#«tt, s^ic^vN, set, iBn, mm. vym. &fc*mm 
, a "rb^yjv^-n^^m^mMm^. mm. s/^vwi. ?n> 

x*>x/i/jfc:viMJf©;tfflMH»* *«ftf h'J9A, *Bfcfl:* 

[0 0 4 0] 

fcfcfcic, t h c y p 2 c l 9 icfcsft»jWB<, *»ocypia2« 

fctBaHsv^v^tttt**-*-*. Hot, *amfc&m (D h cyp2ci 

9 ?Sffi©fl#36K:3£^ < f&«»*©fi#g#^fcv*&«>, v^*i©S#}cfc^T 
% l^«©^*T*7ifJ^^^^^# £%K. CYP.lA77i'J-:| 

[0 0 4 1] 

<S\ «3*©«£fc£K:J:yMfcS*«, Ifl03fcy»O. 0 1~2 0 0mg/kg 
, ^f*b<»0. 05~50n.g/kg, 2 6K:#*D<ttO. 1 — 1 0mg/kg£l 

sg&H b tc & fe o r © wmm®. & m v \ s& sc * y s » -r s r t # -e ^ s 

o 

tjtis^i, n^j, mm. m&m. tomm*M*z*n*.t& nmz& y 
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mm, waum. mmu mm. n^^mta^tt^o 

bU^A. *x>|fcft mh'JX ^*^>^2>V m^jabTli . 

3tmtfm^*>ti& B zht><Dmnmmmmmiz. n Kn*^ot:^f^t^ 

[0 0 4 2] 

[0 0 4 3] 

##« 1 

[ [4- (2, 2, 2-h'j7;i/tnxhdfS/) -3-*^ 

[0 0 4 4] 
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HIS 5] 




[0 0 4 5] 

III 

l, 2- (2 -tert-^;v^dr^^j;V3K-;i/t F^^V) — YuKyMy<D 

[0 0 4 6] 

2--hn7x-;vn F^Vy i5g&i, A-v^r^y l 5 o»ik:»»i> 

. zic#T ' 5nert-^/l/5?:fr-#*-l»7. 8 g, * 5 Oml^OT^ U ? 

dTh^77-f - (/\3fif > : fixf;i/= 1 0 : 1) t*3fiMRl/T, 
1 9 . 9 g &#fco 

%-NMR (CDG1 3 ) 8 : 1.47(9H,s),6.37(lH,bs),6.84-7.55(3H,m),8.18(lH,d 
d),8.92(lH,s) 

[0 0 4 7] 

xmz 

[0 0 4 8] 

1, 2- (2 -tert-^;u^>>#;v3tf-;i^ F^^V) nhn^>if>2 

5gtx^;-;i/2 0 0ml(CiiU 10%;17^^2. 5 g &JD^ 7K 
Lt=. B X^;-;H5 0nl, 7K8.0ml, -gft;^4 0 ml&^Tfc^fb 
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1 H-NMR (CDC1 3 ) 8 : 1.53(9H,s) ,7. 15-7.26 (5H,m) ,9.72(lH,bs). 
[0 0 4 9] 

X^3 

1- (N-tert-^^^-^i/^^JK-^T^ y ) -2 - [ [4- (2, 2, 

2-h'J7Atnxh^j/) - 3 -*^;i/tr y 2 --f ^ 

[0 0 5 0] 

1- (N-tert-^;i/^-^r2/?!j;i/^— ;vr^ 7) - 2 h^>X>f 

^ : - ' - - ji - 6gtX^y-;V7 0 0ml{ClSU 2-?DD^f;i/-3- 
^ 4 -r 2, 2 - h U ^;b^-n3lh^^) fcfU S?>8tHtt7 8. 7g 

, TKfti ii ; S •> 9 a 2 4 . o g &in^t. 6 o °c t* 1 mmmw b MJSIS&CTfc £ 

o 

1 H-NMR (CDGlg) 8 : 1.46(9H,bs),2.33(3H,s),4.38(2H,q),4.69(2H,s),6.6 
3(lH,d) ,7.19-7.26(3H,m) ,7.56-7.59(lH,m) ,8.09(lH,bs) ,8.32(lH,d) 
m& : 153-155n 

[0 0 5 1] 

X3g4 

1-7^7-2- [ [4- (2, 2, 2 - h y 7)l7tV3i h3f£/) -3-*^ 
[0 0 5 2] 

1- (N-tert-^;i/^^r^^j;i/>K~;i/T^ /) -2- [[4- (2, 2, 
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2 - h v 7;i/tax h^pi/) - 3 y s;>- 2 — f;b] ^ 

>X^f;-M0 8. 6 giC4NSS-^^rt>M7 0 0ml£#n;t, 6 
01CT'3 0^1#U «CV\Tf*«T?l. SHfrHStfPbfc. MMS^Etiil 

t=.ffiMiitj v^u\£)^-7-)^m^hnmhx, mutisms s. o s *mtc 

a 

1 H~NMR (CDClg) 8 : 2.34(3H,s),4.38(2H,q),4.74(2H,s),4.76(2H,s),6.63 
(lH,d),7.17-7.38(3H,m) ,7.63-7.67(lH,m) ,8.33(lH,d) 
MM : 134-135TC 

[0 0 5 3] 

Jt^T. 0XS3icj3VNT2-^nn^^-;v-3 - (2, 

2, 2 - h y 7;v^-nnihdri/) try $?>&m&<BftfoU ic^jS-rs^nMb-^ 

[0 0 5 4] 
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[0 0 5 6] 

##M2 

1 H-NMR (CDCI3) 8 : 2.29(3H,s) ,3.86(3H,s) ,4.74(2H,s) ,4.75(2H,s) ,6.69 
(lH,d),7,17-7.24(2H,m),7.34-7.39(lH,m),7.62-7.68(lH,m),8.31(lH,d) ; I R 
(KBr.cnf 1 ) : 3289,3135,1572,1435,1298,1271,1092 ; M S (FAB,MH + ) : 301 ; 
m& : 179-182X3 

[0 0 5 7] 
###13 

^-NMR (CDClg) 8 : 2.12(3H,s),3.77(3H,s),4.63(2H,s),4.66(2H,s),7.01 
(lH,s),7.18-7.37(3H,m),7.61-7.66(lH,m),8.17(lH,s) ; IR (KBr,cm -1 ) : 311 
9,1599,1435,1317,1155,1039 ; MS (FAB,MH + ) : 301 ; 0[J& : 153-155T: 
[0 0 5 8] 

1 H-NMR (CDClg) 8 : 2.1V <3H,s) .4.26 (iiM) ,4.61(2H,s) ,4.62(2H,s) ,7.06 
(1H, s),7.19-7.36(3H,m), 7.60-7. iio 8.25(1H, s) ; IR (KBr,cm _1 ) :334 
6,1601,1269,1161,1072 ; MS (FAB,MH + ) : 369 ; m& 183-184°C 
[0 0 5 9] 
5 

! H-NMR (CDClg) 8 : 2.24(3H,s) ,2.35(3H,s) ,3.74(3H,s) ,4.73(4H,s) ,7.20 
-7.39(3H,m),7.64-7.67(lH,m),8.20(lH,s) ; IR (KBr,cm _1 ) : 3273,1591,1439 
,1265,1072 ; MS (FAB,MH + ) : 315 ; 8&J& : 116-118°C 

[0 0 6 0] 
#%M6 

: H-NMR (CDCI3) 8 : 2.48(3H,s) ,3.74(3H,s) ,4.59(2H,s) ,4.71 (2H,s) ,6.55 
ClH,d),6.88(lH,d),7.18-7.37(3H,m),7.63-7.66(lH,m) ; IR (KBr,cm _1 ) : 319 
1,1601,1441,1338,1153,1059 ; MS (FAB,MH + ) : 301 ; ]ft/& : 96-98°C 
[0 0 6 1] 

##M7 
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1 H-NMR (GDClg) S : 2.50(3H,s),4.26(2H,q),4.60(2H,s),4.66(2H,s),6.60 
(lH,d),6.96(lH,d),7.21-7.36(3H,m),7.61-7.67(lH,m) ; IR (KBr,cm _1 ) : 332 
3,1603,1435,1290,1170 ; M S (FAB,MH + ) : 369 ; flft& : 120-122T3 
[0 0 6 2] 

1 H-NMR (GDClg) 8 : 3.78(3H,s) ,4.65(2H,s) ,4.67(2H,s) ,6.69(lH,dd) ,7.0 
6(lH,d) ,7.18-7.36(3H,m),7.63-7.66(lH,m),8.36(lH,d) ; IR (KBr.cm -1 ) : 31 
07,1593,1317,1032 ; M S (FAB,MH + ) : 287 ; j8ftj& : 111-112°C 

[0 0 6 3] 
##M9 

%-NMR (CDGlg) 8 : 4.30(2H,q),4.64(2H,s),4.66(2H,s),6.76(lH,dd),7.1 
7(lH,d),7.21-7.36(3H,m),7.62-7.66(lH,m),8.43(lH,d) ; IR (KBr.cm -1 ) : 33 
33,1599,1439,1292,1184,1084 ; MS (FAB,MH + ) : 355 ; : 118-120X3 

r. . 

1 H - In M , ^Ui 3 ) 8 : 1 . 45 (3H , t) , 2 . 29 (3H , s) , 4 . 07 (2H , q) , 4 . 75 (4H , s) , 6 . 66 ' ' ' 
(lH,d),7.17-7.39(3H,m),7.63-7.69(lH,m),8.28(lH,d) ; IR (KB^cnf 1 ) : 157 
6,1433,1392,1302,1273,1080 ; M S (FAB,MH + ) : 315 ; ®t& : ^-lSS^ 
[0 0 6 5] 
1 1 

1 H-NMR (CDGlg) 8 : 1.06(3H,t), 1.81-1. 88(2H,m), 2. 29(3H,s),3.96(2H>t) 
,4.74(2H,s) ,4.75(2H,s) ,6.67(lH,d) ,7.18-7.39(3H,m) ,7.64-7.68(lH,m) ,8.29(1 
H,d) ; IR (KBr,cm _1 ) : 1585,1489,1385,1298,1269,1084 ; M S (FAB,MH + ) : 
329 ; WiM : 100-lOlt; 

[0 0 6 6] 

1 2 

X H-NMR (CDClg) 8 : 1.36(6H,d) ,2.26(3H,s) ,4.56-4.65(lH,m) ,4.74(2H,s) 
,4.75(2H,s),6.66(lH,d),7.19-7.39(3H,m),7.63-7.68(lH,m),8.26(lH,d) ; I R 
(KBr,cm _1 ) : 1576,1442,1387,1298,1271,1115 ; MS (FAB,MH + ) : 329 ; 
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: 117-119°C 

[0 0 6 7] 
##M 1 3 

1 H-NMR (CDC1 3 ) 8 : 0.99(3H,t) ,1.44-1. 86(4H,m) ,2. 29(3H,s) ,4.00(2H,t) 
,4.74(4H,s),6.67(lH,d),7.18-7.39(3H,m),7.63-7.69(lH,m),8.28(lH,d) ; I R 
(KBr,cm _1 ) : 1576,1460,1435,1296,1278,1086 ; MS (FAB,MH + ) : 343 ; flftj& 
: 102-1 03°C 

1 

[0 0 6 8] 

1 4 

1 H-NMR (CDClg) 8 : 1.04(6H,d) ,2.06-2. 18(lH,m) ,2.30(3H,s) ,3.76(2H,d) 
,4.74(2H,s) ,4.75(2H,s) ,6.65(lH,d) ,7.18-7.38(3H,m) ,7.62-7.68(lH,m) ,8.28(1 
H,d) ; IR (KBr,cm -1 ) : 1580,1437,1385,1298,1271,1091 ; M S (FAB,MH + ) : 
343 ; M& : 114-116°C 

[0 0 6 9] 
##M 15 

1 H-NMR (CDCI3) 8 : 0.91 (3H,t), 1.31-1. 47 (6H,m), 1.76-1. 87(2H,m), 2. 29( 
3H,s) ,3.99(2H,t) ,4.74(2H,s) ,4.75(2H,s) ,6.67(lH,d) ,7. 18-7.39(3H,m) ,7.63-7 
.68(lH,m),8.28(lH,d) ; I R (KBr,cm _1 ) : 1578,1433,1381,1294,1273,1086; 
MS (FAB,MH + ) : 371 ; ffliA : 98-1001C 

[0 0 7 0] 
##M1 6 

L H-NMR (CDClg) 8 : 0.89(3H, t),1.26-l. 47(10H,m), 1.76-1. 87(2H,m), 2. 29 
(3H,s) ,3.99(2H,t) ,4.74(2H,s) ,4.75(2H,s) ,6.67(lH,d) ,7.18-7.39(3H,m) ,7.64- 
7.68(lH,m),8.28(lH,d) ; IR (KBr.cm -1 ) : 1578,1464,1433,1311,1275,1088 ; 
M S (FAB,MH + ) : 399 ; jKj& : 97-98°C 

[0 0 7 1] 

1 7 

X H-NMR (DMSO-dg) 8 : 2.25(3H,s) ,4.88(2H,s) ,5.01 (2H, t) ,6.01(2H,s) ,7. 
10-7.21(3H,m),7.38(lH,d),7.51(lH,d),8.33(lH,d) ; IR (KBr.cm -1 ) -. 3341,1 
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578,1298 ; MS (FAB,MH + ) : 469 ; MM : 120-121XJ 
[0 0 7 2] 
1 8 

1 H-NMR (CDC1 3 ) 8 : 4.37-4.47(2H,m) ,4. 66(4H,s) ,6. 75(lH,dd) ,7.19-7.36 
(4H,m),7.59-7.65(lH,m),8.43(lH,d) ; IR (KBr,cm _1 ) : 3325,1574,1439,1306 
,1238,1120 ; M S (FAB,MH + ) : 455 ; WiM : 92-93^ 
[0 0 7 3] 

1 9 

1 H-NMR (GDClg) 8 : 1.61 (3H,t) ,1.67 (3H,s) ,1.73(3H,s) ,2. 06-2. 12(4H,m) 
,2.29(3H,s) ,4.59(2H,d) ,4.74(2H,s) ,4.75(2H,s) ,5.06-5.08(lH,m) ,5.44(lH,dd) 
,6.67(lH,d),7.18-7.39(3H,m),7.63-7.67(lH,m),8.28(lH,d) ; IR (KBr.cnT 1 ) 
: 1579,1444,1396,1298,1273,1088 ; MS (FAB,MH + ) : 423 ; ffli& : 84-85t: 
[0 0 7 4] 

2 0 

1 

1 H - N M R (CDC 1 3) 8 : 2 . 03-2 . 13 (2H , m) , 2 . 29 (3H , s) , ? A& (3H , s) , 3 . (2H , t) 
,4.10(2H,t) ,4.75(4H,s) ,6.70(lH,d) ,7.20-7.39(3H,m) ,7.64-, ,8.29(I ; * 
H,d) ; MS (FAB,MH + ) : 358 
[0 0 7 5] 
2 1 

1 H-NMR (DMSO-dg) 8 : 2.26(3H,s) ,3.70-3.80(2H,m) ,4.09(2H,t) ,4.65(2H, 
s) ,4.82-4.92(lH,m) ,5.98(2H,s) ,6.97(lH,d) ,7.12-7.19(2H,m) ,7.36-7.52 (2H,m) 
,8.25(lH,d) 

[0 0 7 6] 
2 2 

*H — NMR (CDCI3) 8 : 2.31(3H,s),3.97(2H,q),4.01-4.05(2H,m),4.17-4.20( 
2H,m) ,4.74(2H,s) ,4.76(2H,s) ,6.68(lH,d) ,7.21-7.36(3H,m) ,7.64-7.67(lH,m) ,8 
.31(lH,d) ; MS (EI,M + ) : 428 

( + ) ft® [«] D=+82(c=0.33,CHCl 3 ) ; (-) {fr(D [a] D=-77 
(c=0.32,CHCl 3 ) 
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[0 0 7 7] 

##12 3 

1 H-NMR (CDC1 3 ) 8 : 3.94(2H,q),3.95(3H,s),4.02-4.05(2H,m),4.21-4.24( 
2H,m) ,4.76(2H,s) ,4.77(2H,s) ,6.76(lH,d) ,7.20-7.36(3H,m) ,7.64-7.70(lH,m) ,8 
.19(lH,d) ; MS (EI,M + ) : 444 

ytmffi&ft: ( + ) ifc<D [a] D=+55(c=0.27,CHCl 3 ) ; (-) ft<D [a] D=-56 
(c=0.26,CHCl 3 ) 

[0 0 7 8] 
2 4 

*H — NMR (CDCI3) 8 : 2.09-2.38(4H,m),2.30(3H,s),4.06(2H,t),4.74(2H,s) 
,4.76(2H,s) ,6.65(lH,d) ,7.21-7.39(3H,m) ,7.64-7.67 (lH,m) ,8.30 (lH,d) 
[0 0 7 9] 
2 5 

1 H-NMR (CDClg) 8 : 2.09-2.3?u.<-,»U <3H,s) ,4.11(2H,t) ,4.76(2r,s)r3^ 
,4.77(2H,s) ,6.74(lH,d) ,7.18-7. . ••'3a, m) ,7.6* >.67(lH,m) ,8.19(lH,d) ; MS 
(EI,M + ) :428 

^fgffift: ( + ) fo(0 Ca] D=+60(c=0.29,GHGl 3 ) ; (-) &<D [a] D=-63 
(c=0.31,CHGl 3 ) 

[0 0 8 0] 
##M2 6 

1 H-NMR (GDC1 3 ) 8 : 3.89(2H,q) ,3. 92-3.96(2H,m) ,4.10-4.13(2H,m) ,4.65( 
2H,s) ,4.66(2H,s) ,6.71(lH,dd) ,7.07(lH,d) ,7.21-7. 37 (3H,m) ,7.63-7.66(lH,m) , 
8.38(lH,d) 

[0 0 8 1] 

##12 7 

X H-NMR (CDC1 3 ) 8 : 2. 01-2.32 (4H,m) ,3.98(2H,t) ,4.64(2H,s) ,4.65(2H,s) 
,6.68(lH,dd) ,7.04(lH,d) ,7.22-7.36(3H,m) ,7.63-7.67(lH,m) ,8.37(lH,d) 
[0 0 8 2] 
2 8 
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H-NMR (CDClg) 8 : 2.14(3H,s),3.89(2H,q),3.92-3.96(2H,m),4.07-4.09( 
2H,m) ,4.61 (2H,s) ,4.64(2H,s) ,7.00(lH,s) ,7.21-7.38(3H,m) ,7.60-7.64(lH,m) ,8 
.20(lH,s) 

[0 0 8 3] 
##M 2 9 

1 H — NMR (CDClg) 8 : 1.99-2. 25 (4H,m) ,2.12(3H,s) ,3.96(2H,t) ,4.61(2H,s) , 
,4.63(2H,s) ,6.97(lH,s) ,7.21-7.38(3H,m) ,7.62-7.66(lH,m) ,8.20(lH,s) 
[0 0 8 4] 
3 0 

1 H-NMR (CDClg) 8 : 2.01-2.45(4H,m) ,2.22(3H,s) ,2.33(3H,s) ,3.83(2H,t) 
,4.72(2H,s) ,4.73(2H,s) ,7.21-7.35(3H,m) ,7.62-7. 64(lfl,m) ,8.21(lH,s) 

[0 0 8 5] 
##M3 1 

1 H-NMR <!-JDCr s ; -5 5 2.24(3H,s) ,2.36(3H,s) ,3.91-4.01(6H,m) ,4.72(2H,s) M 
,4.73(2E.^' .?.20-7.35? ^,m)i7.62-7.65(lH,m),8.21(lH,s) 

[0 c o ' ! " 

##W3 2 

1 H-NMR (CDClg) 8 : 1.41(3H,t) ,2.39(3H,s) ,2.98(2H,q) ,4.74(2H,bs) ,4.7 
9(2H,s),6.99(lH,d),7.19-7.67(4H,m),8.25(lH,d) ; IR (KBr,cm _1 ) : 1566,14 
39,1275 ;MS (EI ,M + ) : 330 ; MM : 92-96°C 

[0 0 8 7] 
##M3 3 

1 H-NMR (CDClg) 8 : 2.49(3H,s) ,3.56(2H,q) ,4.71(2H,s) ,4.81(2H,s) ,7.11 
(lH,d),7.21-7.38(3H,m),7.62-7.68(lH,m),8.33(lH,d) ; IR (KBr,cm _1 ) : 335 
0,1620,1309,1271,1180,1080 ; MS (FAB,MH + ) : 385 ; MM : 138-139°C 

[0 0 8 8] 
##M3 4 

1 H-NMR (CDClg) 8 : 2.40(3H,s) ,4.19(2H,s) ,4.71(2H,s) ,4.79(2H,s) ,6.26 
-6.33(2H,m),7.09(lH,d),7.19-7.38(4H,m),7.64-7.67(lH,m),8.27(lH,d) ; I R 
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(KBr,cm _1 ) : 3649,1560,1435,1269,1008 ; MS (EI,M + ) : 382 ; MM 143-14 
6°C 

[0 0 8 9] 

##$13 5 

%-NMR (CDClg) 8 : 0.97(3H,t),1.48-1.75(4H,m),2.39(3H,s),2.94(2H,t) 
,4.72(2H,s) ,4.79(2H,s) ,6.98(lH,d) ,7. 19-7.38(3H,m) ,7.64-7.67(lH,m) ,8.26(1 
H,d) ; I R (KBr,cm _1 ) : 1560,1430,1340,1271 ; MS (EI,M + ) : 358 ; M& : 1 
34-135 X: 

[0 0 9 0] 
##M3 6 

1 H-NMR (GDGI3) 8 : 2.41 (3H,s) ,2.50-2.54(4H,m) ,2.67-2.73(2H,m) ,3.07- 
3.12(2H,m) ,3.72-3.75(4H,m) ,4.73(2H,s) ,4.79(2H,s) ,7.01 (lH,d) ,7.19-7.39(3H 
,m),7.62-7.68(lH,m),8.27(lH,d) ; IR (KBr,cm -1 ) : 3339,1560,1437,1273,11 
09 ; MS (EI,M + ) : 415 ; MM. : 92-93°C 

[0 0 9 1] 
##M3 7 

X H-NMR (CDClg) 8 : 2.19(3H,s) ,4.09(2H,s) ,4.62(2H,s) ,4.63(2H,s) ,6.23 
-6.28(2H,m) ,7.17-7.24(2H,m) ,7.31-7.37(2H,m) ,7.49(lH,s) ,7.61-7.66(lH,m) ,8 
.18(lH,s) ; IR (KBr,cm _1 ) : 3330,1575,1432,1270,1090 ; M S (FAB,MH + ) : 
383 ; fflu& : 129-132°C 

[0 0 9 2] 
##M3 8 

1 H-NMR (CDClg) 8 : 3.90(6H,s) ,4.76(2H,s) ,4.80(2H,s) ,6.77(lH,d) ,7.17 
-7.38(3H,m),7.63-7.67(lH,m),8.19(lH,d) ; I R (KBr.cm -1 ) : 1583,1439,1304 
,1271,1064,1003 ; M S (FAB,MH + ) : 317 ; MM : 147-148°C 

[0 0 9 3] 
##M3 9 

1- (N-T-fe^T S J) -2- [ [4- (2, 2, 2-h'J7Mnib 
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[0 0 9 4] 
[ft 6] 




0 



[0 0 9 5] 

1 -7^ 7-2 - [ [4- (2, 2, 2-h'J7;i/tnxh^i/) - 

jMV*?y-2 — r;i/] *<yX4 $ #V-/i/ i . sg&if^fi/ 

> 3 0 ml ic»ft¥ U> ^TfcW 1 . 6 g if VP2/3 2 2 mg^fltf 1 2 B#|?3#fJ 

020 (*±2/ u > -9 n n : * # 7 -;i/= 3 0 : I / ^^bv 

1 H-NMR (DMSO-dg) 8 : 2.12(3H,s) ,2.26(3H,s) ,4.73(2H,s) ,4.90(2H,q) ,4. 
94(lH,d) ,7.10(lH,d) ,7.18-7.25(3H,m) ,7.57-7.59(lH,m) ,8.31 (lH,d) ,11.33(1H, 
s) 

IR (KBr.cnf 1 ) : 3.235,1674,1570,1446,1157 
MS (EI,M + ) : 410 
MA : 172-173°C 

[0 0 9 6] 

err, ##M3 9K&^xm*mm<?>ttt>*) izM^-t^mmy^m^m^rmm 

[0 0 9 7] 
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[362] 



NH N — ' 

R 1 





R 1 


40 

1 41 


(CH 3 ) 3 CCO- 
OHC- 



[0 0 9 8] 

[0 0 9 9] 

##M4 0 

1 H-NMR (GDCI3) 8 : 1.40(9H,s),2.32(3H,s),4.36(2H,q),4.69(2H,s),6.61 
(lH,d) , 7.08-7. 23(3H,m), 7. 63-7. 66(1H, B ,9.02(lH,s) IR (KBr, :;^ 

cm" 1 ) : 1691,1581,1271,1165 ; MS ; ^M'; : - fc/i ; : 200-201X) 

[0 10 0] 
#f«4 1 

1 H-NMR (DMS0-d 6 ) 8 : 2.25(3H,s) ,4.74(2H,s) ,4.90(2fl,q) ,7.09(lH,d) ,7. 
20-7.28(3H,m),7.63-7.65(lH,m),8.31(lH,d),8.48(lH,s),11.51(lH,s) ; I R (K 
Br, cm" 1 ) : 1709,1581,1452,1257,1161 ; M S (FAB,MH + ) : 397 ; fflu& : 200-201 

[0 10 1] 

##$14 2 

1- [N- T ^ /] -2- [ [4- (2, 2, 2 

[0 10 2] 
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[ft; 7] 
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[0 10 3] 
[0 10 4] 

l-75;-2- [ [4- (2, 2, 2-h'j7^0Xh^i/) 

;i/tfy ^>-2->f;i/] ^>X>f^#V-;i/i. 5g&*#y-;i/ 

l 5muc^b> •? n -;i/7;i/ffc K i^^ f ;i^7 1 ^ - ^ 6 . 6 8g, WtfM. 

mo. 5ml&tfr!K3ml£j&tta_, SStl2Wbfc. fcV^T? I, 

7 -f - ( y * >^;i/NH-dmio20 (*± */ v %/ 7*±§g) . * n n >ft;p a : ;* # y - 

;i/=5 0 : 1) T'WSSL/T, «ffiffc#4& 5 4 0 mg&#fc D 

X H-NMR (CDC1 3 ) 5 : 1.80-1. 84 (2H,m) ,2.36(3H,s) ,2.42-2.65(lH,bs) ,3.36 
(2H,q) ,3.82-3.86(2H,m) ,4.38(2H,q) ,4.77(2H,s) ,5.25(lH,t) ,6.65(lH,d) ,7.15- 
7.25(2H,m) ,7.30-7.40(lH,m) ,7.62-7.72(lH,m) ,8.35(lH,d) 

I R (KBr,cm _1 ) : 3241,3065,2930,2901,1586,1476,1456,1435,1311,1287,1271 
,1163,1119,1082,976,963,747 
MS (FAB,MH + ) : 427 
ffliA : 113-114°C 

[0 10 5] 

[0 10 6] 
X@B 1 
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3 i -yn^^n^xo^l 

[0 10 7] 

3 -^n^^a^v -;v3 4. 6g£i, 2-i??nnx^>3 0 0mi{ciJI 

tiM) > : iHxf^/=2 0:1) T*5ffiSbT> *flB^«4 3. 0 g 

X H-NMR (CDClg) 8 : 2. 29-2. 38(2H,m), 3.51-3. 60(2H,m), 4. 48(2H,t), 7.42- 
7.60(3H,m) ,8.02-8.06(2H,m) 
[0 10 8] 

.V,-p-2 • 'V 

.'■ ■■■ [N-tert-^;v^^^^r;i/#n;v-N-(3 -^>!/>f JV**i/7u 
:/i/)T^7] - 2 - [ [ 4 - (2, 2, 2-h'J7^nxb^i/)."-3-j*- 
^;i/tfUi?>-2 — (jvl *?-)vnrl s<>X4 < 
[0 10 9] 

1- (N-tert-^;P^^ri/A;VJ^-;i/T^ y ) -2 - [[4 - (2, 2, 

2 - h u ■yjiTtun b*t/) -3-**;i]dVpy-2-4Ji] *^Ji*Jr] * 

% #*J-Jl 1 . Og£N, N-^*^;i/Jft;i/A7^ Kl OmllC^b, xfc 
#TT?6 0%*iHb^hy <7A8 Omg&itlx., tST'3 0^1#Lfc„ #C^T» 

x@i -?#fc3 -^>y-f;i/^-^>>- 1 -^n^^n/i^ 5 2 omg^n*., 5 0 

*/l/=l : 1) T'¥if§gbT, Ifla^^»9 4 0mg&#fc o 

1 H-NMR (GDCI3) 8 : 1.23-1.28(9H,bs) ,2.06-2.12(2H,m) ,2.30(3H,s) ,3.92 
-4.05(2H,m) ,4.35-4.39(2H,m) ,4.38(2H,q) ,4.83(2H,s) ,6.70(lH,d) ,7.20-7.71(7 
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H,m) ,7.70-8.00(2H.m) ,8.29(lH,d) 
[0 110] 

3 

l- CN-(3-t Fa^^^nbf;i/)T^y] -2- [ [4- (2, 2, 2- 

[0 111] 

1 - [N-tert-^;V^-dpi/7!j;i/JK~;b-.N-(3 - K> W ;b#3f >>^"n 
tl°;i/)T^ 7 ] -2- [ [4- (2, 2, 2-h'>7Mnih^>» -3-* 

^;i/tf y py- 2 ->r;i/] ^^^5=-^-] ^>x>f5^y-;i/9 3 0mg?:^^;- 

;HO»UCiiU ^TT ; ^^3ml^7K3ml$rJ|J^ % 6 0 TC Tf 1 8frW«t#P 

fee fi^r*S[**CIR^#bfe|fe, b U S A'^il ■ *. 

T, «8Bft^«f4 5 0mg£#fc o 

1 H-NMR (CDClg) 8 : 1.80-1.84(2H,m) ,2.36(3H,s) ,2.42-2.65(lH,bs) ,3.36 
(2H,q),3.82-3.86(2H,m),4.38(2H,q),4.77(2H,s),5.25(lH,t),6.65(lH,d),7.15- 
7.25(2H,m) ,7.30-7.40(lH,m) ,7.62-7.72(lH,m) ,8.35(lH,d) 
MM : 113-114X3 

[0 11 2] 
3 

1- [N- (2-t. FD^ri/a:^;!/) 7^7] -2- [ [4- (2, 2, 2- 
[0 113] 
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002-0 9 6143 




[0 114] 

1 —T K J — 2— [ [4 — (2, 2, 2 - h U 7;WDX h^S/) - 3 

ji¥V*?y-2 — f;i/] *yX4^#V-Afi. 0g£*#y-;t/ 

1 OmUzmML. ^Unr^ft 5 Omg&tftgi&^O. 6ml fcfltJ*. 

, Sfit3W^bfc„ #CV>T*3(Z)?££*Jc#U *ift*fithyfA6 1 

ffi«*U M^y^TO7A^nTM ; ? 7-1 - '>>y ^j/f;i/NH-DMi02o: 
(tt±S/ u S/Ttt») > * nn*;i/A : > : * / ?. ? t. i ) nmvx. m 

mik&m 6 4 0 mg§:#fe 0 

1 H-NMR (CDGI3) 5 : 2.36(3H,s),2.74(lH,t),3.37-3.42(2H,m),3.64-3.70( 
2H,m) ,4.40(2H,q) ,4.79(2H,s) ,5.18(lH,t) ,6.65(lH,d) ,7.21-7.69(4H,m) ,8.35(1 
H,d) 

[0 115] 
##M4 4 

1- [N- T ^ 7] -2- [ [4- (2, 2, 2~h 

ij7Mnxb^fi/) - 3 -^^-;i/try 2 ->f/i/] K>x>f 

[0 116] 



ffiK4#2 0 0 3 



-30 
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Me 



[0 117] 

l-y$J-2- i [4- (2, 2, 2-h'J7MDXh^fi') 

;i/tfy ^>-2--r;i/] *^;i/^;f] ^>x-r^ *v-;i/5. og&*#y-;i> 

3 0*lKmMl>. <i yzf^frTJV^H Kl. 9 5gMM0. lml*$Q7L. 
5 0iCT*ll|Wbfc o t^t^©t^MU ^ifU^IthV^Al. 

5 4g^ju^. > im^T-i^ra^#bfe 0 Ki&mz7kikMZ-, mm^^mmh 

1 H-NMR (CDC1 3 ) 5 : 1.03(6H,d) ,1.78-1. 88(lH,m) ,2. 35(3H,s) ,3.01 (2H,t) 
,4.40(2H,q) , 4.75-4. 78(lH,m) ,4.79(2H,s) ,6.65(lH,d) , 7.19-7. 36(3H,m) ,7.65-7 
.69(lH,m),8.37(lH,d) 

IR (KBr,cm _1 ) : 3213,1579,1425,1304,1267,1165,1109 
MS (EI,M + ) : 424 
MA : 82-83°C 

[0 118] 

OT> ##M4 2~4 4 featlfiaRbTSWlsfcffVV SSS&tf^UtCaV*-** 
[0 119] 



3 4 
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»3] 




R' 





R 1 " 


45 


CH 3 


46 


CH 3 CH 2 - 


47 


CH 3 (CH 2 ) 2 - 


48 


(CH 3 ) 2 CH- 


49 


CH 3 (CH 2 ) 3 - 


50 


CH 3 (CH 2 ) S - 


51 


CF 3 CH 2 - 


52 


C 6 H 5 — 


53 


CH 3 0(CH 2 ) 2 - 


54 


CH 3 OCOCH 2 - 


55 


(CH 3 ) 2 N(CH 2 ) 2 - 


56 


C 3 HsCH 2 *~ 


57 


C 8 H S (CH 2 ) 2 - 


58 


C 6 H 5 CH(OH)CH 2 - 


59 


<p-OH)C 6 H g CH 2 - 


- 60 


HO(CH 2 ) 4 - 


1 61 


HO(CH 2 ) 6 - 


| 62 


CH 3 CH(OH)CH 2 - 



[0 12 0] 
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mm 


R' 


R 3 


R 4 


R 5 


R 6 


B 


63 


HO(CH 2 ) 3 - 


CH 3 0 


CH 3 0 


H 


H 


O 


64 


HO(CH 2 ) 3 - 


CH 3 


CH 3 0(CH 2 ) 3 - 


H 


H 


O 


65 


HO(CH 2 ) 3 - 


CH 3 


CH 3 0(CH 2 ) 2 - 


H 


H 


O 


66 


HO(CH 2 ) 3 - 


CH 3 0 


CF 3 CH 2 — 


H 


H 


O 


67 


HO(CH 2 > 3 - 


CH 3 


CF 3 CH 2 0(CH 2 ) 2 - 


H 


H 


O 


68 


HO(CH 2 ) 3 - 


CH a O 


CF 3 CH 2 0(CH 2 ) 2 - 


H 


H 


O 


69 


HO(CH 2 ) 3 - 


CH 3 


CF 3 CH 2 0(CH 2 ) 3 - 


H 


H 


O 


70 


CH 3 CH(OH)CH 2 


CH 3 


CH 3 0(CH 2 ) 3 - 


H 


H 


O 



[0 12 1] 

[0 12 2] 

##M4 5 

1 H-NMR (CDClg) 8 : 2.35(3H,s),2.95(3H,d),4.39(2H,q),4.79(2H,s),4.82 
(lH,q),6.65(lH,d),7.19-7.36(3H,m),7.66-7.70(lH,m),8.37(lH,d) ; IR (KBr 
,cm _1 ) : 3221,1578,1475,1259,1161 ; MS (FAB,MH + ) : 383 ; : 113-114X3 

[0 12 3] 
##M4 6 

1 H-NMR (DMSO-dg) 8 : 1.01 (3H,t) ,2.26(3H,s) ,3.05-3.15(2H,m) ,4.68(2H, 
s),4.89(2H,q),6.72(lH,t),7.09(lH,d),7.13-7.56(4H,m),8.31(lH,d) ; I R (KB 
r,cm _1 ) : 3400,3212,1586 ; MS (EI,M + ) : 396 

[0 12 4] 
##M4 7 

*H — NMR (CDGlg) 8 : 0.98(3H,t) , 1.51-1. 65 (2H,m) ,2.35(3H,s) ,3.14-3.21( 
2H,m) ,4.40(2H,q) ,4.79(2H,s) ,4.82(lH,t) ,6.65(lH,d) ,7.18-7.36(3H,m) ,7.66-7 
.71(lH,m),8.37(lH,d) ; IR (KBr, cm" 1 ) : 3206,1578,1458,1309,1271,1159,98 
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0 ; M S (EI ,M + ) : 410 ; flfcj& : 112-113X3 

[0 12 5] 
##$J4 8 

1 H-NMR (CDClg) 8 : 1.10(6H,d) ,2.35(3H,s) ,3.68-3.73(lH,m) ,4.39(2H,q) 
,4.76-4.79(lH,m),4.79(2H,s),6.65(lH,d),7.17-7.35(3H,m),7.65-7.69(lH,m) ,8 
.37(lH,d) ; I R (KBr.cnf 1 ) : 3225,1581 ,1427,1257,1163 ; M S (EI ,M + ) : 41 
0 ; f&M : 131-133X3 

i 

[0 12 6] 

##M4 9 

1 H-NMR (CDClg) 8 : 0.92(3H,t) , 1.35-1. 59 (4H,m) ,2.35(3H,s) ,3.17-3.24( 
2H,m) ,4.39(2H,q) ,4.79(2H,s) ,4.80(lH,t) ,6.65(lH,d) ,7.18-7.35(3H,m) ,7.64-7 
.71(lH,m),8.37(lH,d) ; IR (KBr.cm -1 ) : 3242,1587,1437,1313,1263,1169,11 
13 ; M S (EI ,M + ) : 424 ; MM. : 83-84°C 

[0 12 7] 
#3?0f 5 0 

1 H - NM R (CDClg) 8 : 0 .87 (3H , t) , 1 . 27-1 . 58 (oii ; . . ,u . 35 (3H , s) ,3 . 19 (2H, q) "tf 
,4.39(2H,q),4.79(2H,s),4.80(lH,t),6.65(lH,d),7.19-7.35(3H,m),7.66-7.69(l 
H,m),8.37(lH,d) ; I R (KBr.cnf 1 ) : 3192,1581,1360,1272,1165 ; MS (EI,M + 
) : 452 ; WJk : 72-73X3 

[0 12 8] 
##M5 1 

%-NMR (CDClg) 8 : 2.33(3H,s),3.72-3.83(2H,m),4.39(2H,q),4.72(2H,s) 
,5.83(lH,bs),6.65(lH,d),7.20-7.68(4H,m),8.34(lH,d) ;MS (EI ,M + ) : 450 
[0 12 9] 

##M5 2 

1 H-NMR (DMS0-d 6 ) 8 : 2.25(3H,s) ,4.75(2H,s) ,4.88(2H,q) ,6.47(2H,d) ,6. 
84(lH,t),7.07-7.21(6H,m),7.62(lH,d),8.27(lH > d),9.45(lH,s) ; IR (KBr,cm~ 
l ) : 3167,1603,1583 ; MS (EI,M + ) : 444 ; m& ' 184-186X3 
[0 13 0] 



ffilE# 2 0 0 3 -3 0 



#2 002 — 096143 



0mm 5 3 

1 H~NMR (CDG1 3 ) 8 : 2.36(3H,s),3.32-3.38(2H,m),3.42(3H,s),3.54-3.58( 
2H,m) ,4.39(2H,q) ,4.79(2H,s) ,5.18(lH,t) ,6.65(lH,d) , 7.18-7. 40(3H,m) ,7.66-7 
.69(lH,m),8.37(lH,d) 
[0 13 1] 

0mm 54 

1 H-NMR (CDCI3) 8 : 2.35(3H,s),3.79(3H,s),3.95(2H,d),4.39(2H,q),4.77 
(2H,s) ,5.11(lH,d) ,6.66(lH,d) ,7.21-7.41 (3H,m) , 7.65-7. 68(lH,m) ,8.37(lH,d) 

; IR (EBr.cm -1 ) : 3244,1747,1587,1439,1269,1163,1115 ; M S (FAB,MH + ) 

: 441 ; flfcj& : 154-156X: 
[0 13 2] 

0mm 5 5 

1 H-NMR (CDClg) 8 : 2.30(6H,s) ,2.35(3H,s) ,2.52-2.56(2H,m) ,3.18-3.24( 
2H,m) ,4.39(2H,q) f 4.7P{*d } s, .i.SC'lH, t) ,6.65(lH,d) ,7.20-7.37(3H,m) ,7.66-7*. 

.69(lH,m),8.37(lH,iv - 
[0 13 3] 

0mm 5 6 

*H — NMR (CDClg) 8 : 2.33(3H,s),4.30(2H,d),4.39(2H,q),4.77(2H,s),5.08 
(lfl,t) ,6.65(lH,d) ,7.19-7.42(8H,m) ,7.65-7.69(lH,m) ,8.35(lH,d) 
[0 13 4] 

0mm 5 7 

1 H-NMR (CDCI3) 8 : 2.33(3H,s) ,2.90(2H,t) ,3.46(2H,q) ,4.39(2H,q) ,4.78 
(2H,s),4.85(lH,t).,6.65(lH,d).,7.12-7.37(8H,m),7.64-7.68(lH,m),8.36(lH,d) 

[0 13 5] 

0mm 5 8 

1 H-NMR (CDGI3) 8 : 2.35(3H,s),3.31-3.47(3H,m),4.38(2H,q),4.79(2H,s) 
,4.80-4.85(lH,m) ,5.34(lH,t) ,6.62(lH,d) ,7.20-7.37(8H,m) ,7.65-7.68(lH,m) ,8 
.30(lH,d) 

[0 13 6] 
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##M5 9 

1 H~NMR (DMS0-d 6 ) 5 : 2.25(3H,s) ,4.06(2H,d) ,4.64(2H,s) ,4.89(2H,q) ,6. 
66-6.69(2H,m) ,6.94(lH,t) ,7.08-7.15(5H,m) ,7.43-7.54(2H,m) ,8.32(lfl,d) ,9.31 
(1H,S) 

[0 13 7] 

##M6 0 

1 H-NMR (CDClg) 8 : 1.62-1. 90(5H,m), 2. 35(3H,s), 3. 22-3. 29(2H,m), 3.65- 
3.67(2H,m) ,4.40(2H,q) ,4.77(2H,s) ,4.97(lH,t) ,6.65(lH,d) ,7.19-7.36(3H,m) ,7 
.65-7.69(lH,m) ,8.36(lH,d) 

[0 13 8] 
##M6 1 

1 H-NMR (CDClg) 8 : 1.45-1. 70 (7H,m) ,2.36(3H,s) ,3.20-3.27(2H,m) ,3.60- 
3.66(2H,m) ,4.40(2H,q) ,4.78(2H,s) ,4.85(lH,t) ,6.66(lH,d) ,7.20-7.35(3H,m) ,7 
.fAi-ViC; v ^m),8.36(lH,d) ' 
[0 3 9] 

! H-NMR (CDClg) S : 1.17(3H,d) ,2.35(3H,s) ,2.91(lH,d) ,3.03(lH,dq) ,3.3 
3(lH,dq) ,3.82-3. 96(lH,m) ,4.40(2H,q) ,4.79(2H,s) ,5.22(lH,t) ,6.65(lH,d) ,7.1 
8-7.30(2H,m),7.32-7.40(lH,m),7.63-7.71(lH,m),8.35(lH,d) ; IR (KBr,cm _1 
) : 3247 , 3050 , 2965 , 2926 , 1592 , 1576 , 1474 , 1456 , 1424 , 1308 , 1275 , 1254 , 1 177 , 1 12 
1,974,789 ; M S (FAB,MH + ) : 427 ; Sft/ft : 143-144°C 
[0 14 0] 
6 3 

X H-NMR (CDClg) 8 : 1.79-1. 83(2H,m) ,2. 50-2. 58(lH,m) ,3. 34-3. 36(2H,m) , 
3.90-3.92(2H,m) ,3.91 (6H,s) ,4.76(2H,s) ,5.34(lH,t) ,6.78(lH,d) ,7. 19-7. 37 (3H 
,m) ,7.65-7.67(lH,m) ,8.22(lH,d) 
[0141] 

###J 6 4 

1 H-NMR (CDClg) 8 : 1.80-1. 84(2H,m) ,2. 06-2. ll(2H,m) ,2. 29(3H,s) ,2.55- 
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2.60(lfl,m) ,3.33-3.41 (2H,m) ,3.37(3H,s) ,3.54-3.59(2H,m) ,3.87-3.88(2H,m) ,4. 
08-4.13(2H,m) ,4.73(2H,s) ,5.31(lH,t) ,6.70(lH,d) ,7.20-7.38(3H,m) ,7.66-7.67 
(lH,m),8.29(lH,d) 
[0 14 2] 
6 5 

1 H-NMR (GDC1 3 ) 8 : 1.79-1. 83(2H,m), 2. 32(3H,s), 2. 71-2. 80(lH,m), 3.34- 
3.36(2H,m) ,3.46(3H,s) ,3.77-3. 90 (4H,m) ,4.15-4.17(2H,m) ,4.73(2H,s) ,5.31 (1H 
,t),6.69(lH,d),7.19-7.36(3H,m),7.65-7.69(lH,m),8.29(lH,d) 
[0 14 3] 
6 6 

1 H-NMR (CDCI3) 8 : 1.78-1.83(2H,m) ,2.42(lH,t) ,3.32-3.38(2H,m) ^.Se- 
S^O^H,!!!) ,3.96(3H,s) ,4.43(2H,q),4.78(2H,s),5.26(lH,t),6.75(lH,d) ,7.19-7 
.37(3H,m) ,7.65-7.68(lH,m) ,8.23(lH,d) 

[0 14 4] 
#%#J 6 7 

1 H-NMR (CDGlg) 8 : 1 . 80-1 . 84 (2H , m) ,2.31(3H,s) ,2.35-2.40 (lH,m) ,3.3lP^ 
3.38(2H,m) ,3.89-4.05(4H,m) ,3.96(2H,q) ,4. 17-4.21 (2H,m) ,4.74(2H,s) ,5.27(1H 
,t),6.69(lH,d) ,7. 21-7. 38(3H,m), 7.60-7. 68(lH,m), 8.31 (lH,d) 
[0 14 5] 
6 8 

X H-NMR (CDCI3) 8 : 1.78-1. 83(2H,m), 2. 49(1H, t) ,3.34-3. 36(2H,m), 3.88- 
4.06(6H,m) ,3.97(3H,s) ,4.21-4.25 (2H,m) ,4.76(2H,s) ,5.32(lH,t) ,6.77(lH,d) ,7 
.19-7.35(3H,m),7.60-7.70(lH,m),8.19(lH,d) 
[0 14 6] 
6 9 

1 H-NMR (CDCI3) 8 : 1.80-1. 84(2H,m) ,2. 10-2. 15(2H,m) ,2. 29(3H,s) , 2.50- 
2.57(lH,m) , 3.35-3. 40(2H,m) ,3.78-3.91 (6H,m) ,4.10-4.14(2H,m) ,4.73(2H,s) ,5. 
30(lH,t) ,6.70(lH,d) ,7.20-7.38(3H,m) ,7.66-7.69(lH,m) ,8.30(lH,d) 
[0 14 7] 
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##M7 0 

1 H-NMR (CDC1 3 ) 8 : 1.17(3H,d) ,2.04-2. 13 (2H,m) ,2.29(3H,s) ,2.91(lH,d) 
,3.02(lH,dq) ,3.33(lH,dq) ,3.36(3H,s) ,3.54-3.59(2H,m) ,3.82-3.96(lH,m) ,4.08 
-4.14(2H,m) ,4.76(2H,s) ,5.25(lH,t) ,6.70(lfl,d) ,7.21-7.26(2H,m) ,7.35-7.38(1 
H,m) ,7.66-7.69(lH,m) ,8.29(lH,d) 

[0148] 
##M7 1 

i-75;-5-t:Kn^i/^f;i/-2 - [ [4- (2, 2, 2-b'J7;W 
ambers/) - 3 y 2 --f;i/] 'OX-Y^^V- 

;VS.^l -75 6 -fc - C [4 - (2, 2, 2-h'J7 

[0 14 9] 
[ft 10] 




[0 15 0] 
[0151] 

y^mitV *V 2*T JV - V & 2 . 1 g&jtejt?h5k 0 OralfC^ 



ffiSE4f 2 0 0 3 - 3 0 



#2 002 — 0 96143 

yx-i *#y-;i/4. 8 g M"eii$i8[«#Lfc. fci&mz-fcScMx. 1 

OdS-IB*#Pbfetft* -fe9>f b»3*U am^MJffi^libfeo Attic lN«it«Al 
5 g £#fc. 

X H-NMR (DMSO-dg) 8 : 4.52(lH,t) ,4.64(2H,d) ,7.11(2H,s) ,7.22(lH,s) ,7. 
53(lH,s),12.20(lH,bs) 
[0 15 2] 

212 

5-t Kn3f$/*^/i<-2- C [4- (2, 2, 2- hU^;v^-nxh^e/) 
- 3 -*^;i/try 2 ->f/b] -iH-/<>^^y-M 

[0 15 3] 

5 - 1: \*U*c ^ Ayj ^#y-;i/2. 8 g£*#,/ 

-;V4 OmlKUBHBU 2 * DCS - 3 -**7l/- 4- (2, 2, 2~hU 

^ nxf^i/) ^ y ^ y m.,^ . 3g, zfaftft;-*- h u ^ a 1 . 4 g 
, ^SBfbi§r#j5. 8 gWc„ 

1 H-NMR (GDClg) 8 : 2.33(3H,s),3.82-4.10(lH,m),4.48(2H,q),4.58(2H,s) 
,4.74(2H,d) ,6.78(lH,d) ,7.20-7.60(3H,m) ,8.39(lH,d) ,12.45(lH,bs) 
M& : 153-155°C 

[0 15 4] 

XS3 

1- (N-tert-y*^;b^-^rS/^j;bJi<x;i/r^ /) - 5 -\L lpU*S/**J\*- 
2- C [4- (2, 2, 2-hU7^nxh^fi/) - 3 -**JVWVy- 2 
->f;b] K>X>f ^ ^y-;«t>*l - (N-tert-^/M^S/* 

;V7i<x;i/T^ - 6-H [ [4 - (2, 2, 2-b'j7 



ffilEff 2003-3033427 



#2002-096143 



[0 15 5] 

5 -tl Fn^r2/^^;i/-2- [ [4 - (2, 2, 2-h'j7;i/tDXhdfi/) 

- 3 -^^;i/tru 2->r;i/] - i H-^>x-r ^ #v-;i/3 

1. 2 8 gM^O^i ( J. Org. Ghem. ,1993,58,4791, Tetrahedronlett. ,199 
5,36,1439)T'#feN-tert--^h^^^j;b3j<-;i/- 3 - (4->>7;7i-;i/) 

^•9-:?y^2. 2g$:in^., TOT-i^raM#bfe. Ej&miz7k*tnz-. m 

- (is U 7f7^NH-DM1020 (S±S/U $/T*±$g) > : #^X^;i/= 1 

: 1) T?»SHLT, *SHt-&*»5. 8g 6-tKn 

- -i-NMR ^:."J 3 ) 8 : 1.47(9H,bs),2.33(3H,s),2.34-2.60(lH,m),4.39(2H,q 
) ,4.w,, .. . .--.-iy ,4.69(2H,s) ,4.77(lH,bs) ,6.65(lH,d) ,7.13-7.53(3H,m) ,8.32(1H?* 
d) ,8.50(lH,bs) 

[0 15 6] 

114 

i-r^;-5-tFn*i/^f;i^-2 - [ [4 - (2, 2, 2-b'j7M 

^^l-r^y-6-tlFn^S/^^^-2- C [4- (2, 2, 2-h'J7 

^>rnaih^i/) - 3 -*^;i/fcry 2 ->f;i/] s<yX4$tf 

[0 15 7] 

*i/**)V-2~ [ [4- (2, 2, 2-h'j7MDXb^S/) -3-*^;b 

t^y vy- 2--r;i/] ^>x>r ^#v-;i/&tfi - (N-tert-^ 

^;i/^^ri/^;i/^-;pr^ y) - 6 Kndp$/^^;i/- 2 - C [4- (2, 2 



2003-3033427 
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, 2 - h y 7;i/tnib^FS/) - 3 y *?y-2 — r 

^<>>C-f ^ ^^/-;KZ)M-^#J.3. 5 g£:n#y-;i,l 2 ml&tf^^-iJ-> 1 2ml 

^7>?f;i/NH-DM1020 (m±isV ^y*±§§) . ^nn*M: *#y-;b=i 0 : 1 

mi. 9 2g (5 -\L Fu^i/Zf-JVit : 6 -fc: \ZU*ri/*^)]sifr= 1 : 1©1 
**) 

1 H-NMR (DMS0-d 6 ) 8 : 2.27(3H,s) ,4.56(lH,d) ,4.60(lH,d) ,4.67(2H,s) ,4. 
90(2H,q) ,5.10(0.5H,t) ,5.20(0.5H,t) ,5.98(2H,s) ,7.06-7.45(3H,m) ,7.09(lH,d) 
,8.31(lH,d) 

IR (KBr,cm -1 ) : 3300,1578,1439,1309,1255,1170,1109,1018 
MS (EI,M + ) : 398 
[0 15 8] 

t=. a 

[0 15 9] 

2 

[0 16 0] 



4 4 



ffil£# 2003 -3033427 




[0 16 1] 

1 H-NMR (CDClg) 8 : 2.35(3H,s),3.65(1.5H,s),3.67(1.5H,s),3.74(lH,s), 
3.77(lH,s) ,4.39(2H,q) ,4.72(2H,s) ,4.79(2H,s) ,6.65(lH,d) ,7.10-7.32(2H,m) ,7 
.55-7.60(lH,m),8.34(lH,d) 
[0 16 2] 
7 3 

[0 16 3] 
[ft 12] 




[0 1 6 4] 

H-NMR (DMS0-d 6 ) 8 : 2.21(3H,s) ,2.29(1.5H,s) ,2.30(1.5H,s) ,3.73(1.5H 



2003-3033427 



#2002-096143 



,s) , 3.74(1. 5H,s) ,3.77(1.5H,s) ,3.79(1.5H,s) ,4^59(lH,s) ,4.62(lH,s) ,5.91(1H 
,s) ,5.93(lH,s) ,6.72-6. 93(1. 5H,m) ,7.07-7.40(1.5H,m) ,8.18(lH,s) 

[0 16 5] 
#%$I7 4 

[0 16 6] 
lit 1 3 ] 




[0 16 7] 

1 H-NMR (CDClg) 8 : 3.9KSn,u>, ,o.b2(3H,s) ,4.73(lH,s) ,4.75(lH,s) ,4.79^ 
(lH,s) ,4.82(lH,s) ,6.49(0.5H,t) ,6.52(0.5H,t) ,6.79(lH,d) ,6.99(0.5H,dd) ,7.0 
4(0.5H,dd) ,7.18(0.5H,d),7.33(0.5H,d),7.42(0.5H,d),7.58(0.5H,d),8.19(lH,d 

) 

[0 16 8] 
[0 16 9] 
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MeOOC 



XX 




Me 0 



N 
I 



N — ' 



MeOOC 



xx 




N 

I 



NH 2 



Me 0 

;n -o 

N f 



[0 17 0] 

*H — NMR (CDGlg) 8 : 2.37(3H,s) ,3.94(1.5H,s) ,3.95(1.5H,s) ,4.40(2H,q) , 
4.75(lH,s) ,4.76(lH,s) ,4.79(lH,s) ,4.81 (lH,s) ,6.66(lH,d) ,7.39(0.5H,d) ,7.64 
(0.5H,*" ,i t'lH.m), 8. 09(0. 5Hid), 8. 34-8.37(1. 5H,m) 

I R • tfir. ess" 1 ), Hs2&2, 1707, 1579, 1429, 1304, 1170, 1111, 983 

L 0 j. ■ 1 1 
##^7 6 

[0 17 2] 



Mfcl 5] 





[0 1 7 3] 

H-NMR (DMSO-dg) S : 2.28(3H,s) ,4.71(2H,s) ,4.90(2H,q) ,6.13(lH,s) ,6. 



4 7 
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15(lH,s),7.10(lH,d),7.43(0.5fl,d),7.55(0.5H,d),7.77(0.5H,dd),7.82(0.5H,dd 

) , 8.03(0. 5H,d) ,8.06(0.5H,d) ,8.32(lH,d) ,12.70(lH,bs) 

IR (KBr.cm -1 ) : 3300,1684,1581 ,1431 ,1257,1169,1113,974 

[0 1 7 4] 
##M 7 7 

1 -75 J - 5 -P7)1*U* b*t/~ 2 - [ [4 - (2, 2, 2 - b U 

toxh^r^) - 3 -*^;i/tf u 2 — f;i/] 

[0 17 5] 
[ftl 6] 




[0 17 6] 

xmi 

[0 17 7] 

2-7^;-5-7^*n^ b*is— bU<Ol£y2. 9 g£t§i&^3 OmUc 
S81*8U - 5 0 C^M5i^ h U 1. 0 3 g &tK3 0mUc^bfe7jc^S:?g 
TU itT'lH^U &V*T?:^fcrT— **tt«6. 6gSlS118ml 
Kl*JWbfe**&iD^ TOT'2^ram#b^o HJS»tS:**K:a^*b, * 

[0 17 8] 

XI 2 * 

2- (2 -r-fe^t/t: - 5-i?7^tn^hfi/-hn^>f>© 
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[0179] 

/l/Al 5«1JC*»U M2K0m5mlJtt?tfU^>O. lml&Jn^. % glT'2H^ 
. *BM&-&« 1 . 3 g 

X H-NMR (DMS0-d 6 ) 8 : 3.32(3H,s) ,7.14(lH,d) ,7.19(lH,t) ,7.48(lH,dd) ,7 
.87(lH,d) ,9.22(lH,s) ,10.14(lH,s) 
[0 18 0] 

X@3 

1 -TttfrYKJ -5-P7JU*n* b*ris- 2 -*)\si]Zf h^>X-f ^ 
[0 18 1] 

2- (2-7twF7i?;) - 5 -s^iorn* h^fv — v a<<yi£y i 

. 6 g^-^h^b: Kn77>2 OmlJCtgMSU 1 O'/o/^^^Aff 1 6 Omgfe 
tfe, ^JE^Iibfeo x^^-MOml, 7Kl0mU —«frft#aR5mi;& 

1 H-NMR (DMS0-d 6 ) 8 : 3.30(3H,s) ,6.99-7.16(3H,m) ,7.20(lH,t) ,11.19(1H 
,s),13.10(lH,s) 

[0 18 2] 

X5g4 



4 9 
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[0 18 3] 

1 -y-fe^/UT^ J - 5 -P7)\/*U* h^ri/- 2 -^^^h^VX^f^^ 
5 3 g£:n#y-;t/2 OmHc^b, SifM4 ml&tfr?R 2 0 ml fcflfl;*. 
> 4^ra»3l^bfeo M^iffiil, x^7-;i.T*^b. #e>tlfeM 

[01 8 4] 

l-y^y-s-sJ^tfn* h*s/-2- [ [4- (2, 2, 2-bU^;i/ 

[0 18 5] 

1 -ys J - 5 -^^;p^-n^ h=**/- 2 -^;i/*^h^>>c-f ^ #y-;i/i 

&M^8 0 OmgfcX* y -;i/2 Om'\ ; :^<, . ' h U A 4 1 8 mg£#tl;i i : 

, 5 O^C^ S-frmMWls* &V^T - V u D * 3= 3 -*^;i/-4 - (2, 2 

, 2-hU7 ;i/;f DXh^F^) tf U i> > <k««M 9 9 5 ag&flD;*., HfffiT? 1 . 5 BF* ' 

*±$D , #na/ft;i/A : ^^y-;i'= 1 o : 1) T*f»S8U #cv^n-/\3fi*-:/ 

tiixf^oa^sij: usMit, «aafls#«j 1 . 2 6 g 

! H-NMR (DMSO-dg) 8 : 2.27(3H,s) ,4.68(2H,s) ,4.90(2H,q) ,6.60(2H,s) ,7. 
02(lH,dd) ,7.09(lH,d) ,7.15(lH,t) ,7.33(lH,d) ,7.37(lH,d) ,8.32(lH,d) 
I R (KB^cnf 1 ) : 1578,1402,1379,1259,1184,1113,1047 
MS (FAB,MH + ) : 435 
m& : 179-180°C 

[0 18 6] 

5 0 ffJSEf# 2 003-3033427 
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[0 18 7] 
7 8 

[0 18 8] 
Mfcl 7] 




[0 18 9] 

1 H-NMR (DMSO-dg) S : 2.27(3H,s) ,4.71(2H,s) ,4.90(2H,q) ,6.19(2H,bs) ,7 
.10(lH,d) ,7.52(lH,d) ,7.59(lH,dd) ,8.03(lH,d) ,8.32(lH,d) 
IR (KBr.cnf 1 ) : 3332,2224,1583 
[0 19 0] 

##M7 9 

l v * 19 1] ' • ' 

[flU b- 




[0 19 2] 

1 H-NMR (DMSO-dg) 8 : 2.26(3H,s) ,3.77(3H,s) ,4.66(2H,s) ,4.89(2H,q) ,5. 
94(2H,s) ,6.79(lH,dd) ,7.08(lH,d) ,7.09(lH,d) ,7.24(lH,d) ,8.31 (lH,d) 
IR (KBr.cnf 1 ) : 3312,3134,1649,1620,1581 
MS (EI,M + ) : 396 
MM. : 178-180T? 

[0 19 3] 
8 0 

[0 19 4] 



5 1 
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[ffe 1 9 ] 



F 2 HC0 




[0 19 5] 

X H-NMR (CDClg) 5 : 1.75-1. 80(2H,m) ,3. 28-3. 35(3H,m) ,3. 83-3. 87(2H,m) , 
3.91 (6H,s) ,4.73(2H,s) ,5.44(lH,t) ,6.48(lH,t) ,6.78(lH,d) ,6.95(lH,dd) ,7.27( 
lH.d) ,7.39(lH,d) ,8.18(lH,d) 
[0 19 6] 

0mm 8 1 

[0 19 7] 
[ft2 0] 




[0 19 8] 

^H-NMR (CDClg) 8 : 1.78-1. 86(2H,m) ,2. 43(lH,t) ,3. 26-3. 36(2H,m) ,3.83- 
3.91 (2H,m) ,3.91 (6H,s) ,4.73(2H,s) ,5.39(lH,t) ,6.52(lH,t) ,6.80(lH,d) ,6.99(1 
H,dd) ,7.16(lH,d) ,7.60(lH,d) ,8.21 (lH,d) 
[0 19 9] 
8 2 

l-T^7-2 - [ [4- (2, 2, 2-hU7MDXh^J/) -3-^ 

^;i/bf y s?>- 2 --r;i/] try F (2, 3-d) 4 $#i/-jv<D'$? 

m 

[0 2 0 0] 



5 2 
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[0 2 0 1] 

Xigl 

2- (2 -tert-zr?-)l**ri/3jJltf=- Jit K^S>V) -3--hnifJi?> 
[0 2 0 2] 

2 - ? n n - 3 b n tr u 5 . o g © 9 5 %x* y - r a o Bin&ftss*-: 

> T ttK7^l 7jc^n% 4. 8gffi95%i^;-M0«i xfen'^ *iST ; lF-= 

% 2 5~3 0ict'iilWifc. M*S$tic>f y^ntf;i/x-^;v§:iD^lfmb 

1, 4~j;**'9->5 0«1JC»#U 2?tert-^^/S;*~3K*- M 7. 6g 
„ 7jCl Oml&O^^U 1. 2g^JH^., iST 5 12|Wtfe, jR/S 

;i/X-rM^HMbT> «M^<&5. lgm 

*H — NMR (DMS0-d 6 ) 8 : 1.43(9H,s) ,6. 95(lH,dd) ,8. 47(lH,dd) ,8.50-8.53(1 
H,m),9.05(lH,s),9.57(lH,s) 
[0 2 0 3] 

1- (N-tert--7*;i**i/l);]/78-JVT$ n - 2 - ;* Jl/jj ^ h tf U K ( 

2, 3-d) vfS#!/- 



5 3 
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[0 2 0 4] 

2- (2-tert--7^Jl**ri/jjJl/tf—JU\l F^£>V) -3 -^hntfU 
3. 3 g^x^;-;i/3 Omlh^h^t: Kn79>5mi<©M^^{c|§fi?U 1 
0%/I^^A^it (5 0%-^tK) 6 6 Omgfcitlx., ^#H^iT, ilt*3l| 

-MOil, ZK2 Oml, zHfiflUfiKJRl Oml&tfcfclMfej&y 0 Omg^M^b 

1 H-NMR (CDC1 3 ) 8 : 1.54(9H,s),7.11(lH,dd),7.43(lH,dd),8.19(lH,dd),8 
.37(lH,s),12.76(lH,s) 
[0 2 0 5] 

XI 3 

1 — J -2 - [ [4- (2, 2, 2 - h U -3-*^ 

jv \Z v V y - 2 - ;b] ^ t: 'J i x - , 3 - d ) w ^ # v*-j\s<D&&, ^ • 

[0 2 0 6] 

##Ml©X@3lcmCT^U ^V>T*X^4CD^#&^T^riltC«fc»J, * 

1 H-NMR (DMS0-d 6 ) 8 : 2.27(3H,s) ,4.70(2H,s) ,4.91(2H,q) ,6.02(2H,s) ,7. 
10(lH,d) ,7.21(lH,dd) ,7.91(lH,dd) ,8.22(lH,dd) ,8.33(lH,d) 
I R (KBr,cm -1 ) : 1579,1456,1390,1259,1147,1113 
MS (FAB,MH + ) : 370 
MM. : 194-1951C 

[0 2 0 7] 

[0 2 0 8] 



5 4 
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8 3 

[0 2 0 9] 
Ut2 2] 




[0 2 10] 

1 H-NMR (DMSO-dg) 8 : 2.25(3H,s) ,3.92(3H,s) ,4.64(2H,s) ,4.90(2H,q) ,5. 
93(2H,s),6.62(lH,d),7.09(lH,d),7.84(lH,d),8.32(lH,d) 
I R (KBr.cnf 1 ) : 1593,1448,1373,1255,1161,1101,1032 
MS (FAB,MH + ) : 400 
MM : 192-194X3 

.[0 2 1!.; ■ 
#%M 8 4 

[ 0 2 1 2 j 
[ft2 3] 




[0 2 13] 

1 H-NMR (CDC1 3 ) S : 2.24(3H,s) ,2.35(3H,s) ,3.39(3H,s) ,3.76(3H,s) ,4.68 
(2H,s) ,4.78(2H,s) ,6.68(2H,s) ,4.78(2H,s) ,6.68(lH,d) ,7.79(lH,d) ,8.20(lH,s) 
[0 2 14] 
8 5 

l-T^y-2 - [ [4- (2, 2, 2-h'j7;i/tnih^ri/) -3-*^ 

;i/tru^>-2 — f;b] fx; (3, 4-d) ^ #V-;u 

[0 2 15] 



5 5 
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[0 2 16] 

xmi 

[0 2 17] 

SftSft2 4 0ml^C0t:-e2, 5-^OW7i>3 8. OgSITU ^ 
[0 2 18] . 

X5g2 

2-*)]/%7b?-^S (3, 4-d) 4 $ 
[0219] 

Ilt3 O0fflliC2, b-V-fU*- 3, 4-^-hDf^7i>20. 2g 
«::»*., 2 0TC^«"t"f4 0 g&#H*., fi«T?l 2BfrM«»Lfe. ^tf)^*® 
jftU flrffibfeJgS&atfRU ^x^^x-^^Sfe^b 

, *i*a»^*hy v&T*nmLtc%i. mm^mmm^hx. 3, 4-^r^y^ 

^*7oi>3. 9g&#fc„ X# y -;i/8 4 ml, 8 4 ml, -JjfrfbigiR 1 

5«13ttK*»-fb*U ?A2. 4 g&IALgIt3 0^^#bT#fe^m(C 
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1 H-NMR (DMS0-d 6 ) 8 : 6.70(2H,s) ,12.0(2H,s) 
[0 2 2 0] 

113 

1 — T ^ J -2 - l [4- (2, 2, 2-hU7Mnih^rJ/) - 3 

;i/tru^>-2->f;i/] j*^;^*] fi; (3, 4-d) -f ^ *V-;i/ODiirj& 

[0 2 2 1] 

10X^3 K.m Ctif^U ?*V^Xg4(£ii#£^e>^£lCJ:*J, « 

1 H-NMR (DMSO-dg) 8 : 2.25(3H,s) ,4.59(2H,s) ,4.91(2H,q) ,5.82(2H,s) ,6. 
67(lH,d) ,7.01(lH,d) ,7.09(lH.,d) ,8.32(lH,d) 
I R (KBr.cm -1 ) : 3324,3065,1579,1458,1257,1115 
MS (FAB,MH + ) : 375 
ffliM : 163-166-C 

[0 2 2 2] 

[0 2 2 3] 
##M8 6 

[0 2 2 4] 
Hfe2 5] 




CF 2 CF 2 CF 3 



[0 2 2 5] 

H-NMR (DMSO-dg) 8 : 4.50(2H,s) ,4.99(2H,t) ,5.82(2H,s) ,6.67(lH,d) ,6. 

5 7 ffiff#2 0O3-3 03 34 2 7 
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99(lH,d) ,7.05(lH,dd) ,7.28(lH,d) ,8.42(lH,d) 

I R (KBr,cm _1 ) : 3071,1595,1437,1313,1252,1124,960,920,882,762,730,656 
MS (FAB,MH + ) :.461 
M& : 152-154'C 

[0 2 2 6] 
##M 8 7 

[0 2 2 7] 
[ft2 6] 




[0 2 2 8] 

1 H-NMR (DMS0-d 6 ) 6 : 4.51(2H,s) ,4.97(2H,t) ,5.80(2H,s) ,6.69(lH,d) ,7. 
01(lH,d) ,7.08(lH,dd) ,7.31 (lH,d) ,8.44(lH,d) 

I R. (KBr.cnf 1 ) : 3333,1599,1437,1329,1309,1215,1113,958,862,806,746,679 
,572 

MS (FAB,MH + ) : 361 
: 121-122-C 
[0 2 2 9] 

mnmi 

1 — T ^ J -2- [ [4- (2, 2, 2 - h U 7A/*UX.h*i/) -3 
[0 2 3 0] 
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[0 2 3 1] 

L [4- (2, 2, 2-hij7;b*DXhdp>» -3-*^ 

;i/tru ju] 'OX-r ^ #y-;v3 3. 9g?:M^f 

I»th';^15. 6 g&$gjBbfc#»re2 0 0iil&»Tbfc. ^MfCJib 

r -fe h- h u us^lt, SfB^# 2 3 . 3 g 

o 

1 H-NMR (CDCI3) 6 : 2.32(3H,s),4.35(2H,q),4.94(lH,d),5.07(lH,d),5.31 
(2H,bs) ,6.58(lH,d) ,7.27-7.42(2H,m) ,7.54(lH,d) ,7.74(lH,d) ,8.14(lH,d) 
IR (KBr,cm -1 ) : 3323,1587,1267,1155,1043 

MS (FAB,MH + ) : 385 

ffiU& : 167-168°C 

[0 2 3 2] 

[0 2 3 3] 

i-7^;-2- [ [4- (2, 2, 2 - h u y;t/*f-nx h=SfS/) -3-*^ 
;i/hi 0 u 2 -4JV1 <<yX4 ^ #V-/i/8. 4gSi|xf;i/ 

8 OaliCfSiBU ( + ) -M^e;x^;P4. 7 g, f ^>irh7>fV^ntf 
;t/3. 2 4 g&tf?K4 1 tilltMx., 50°CTM. 5WrB9^}?bfc. ifi^U 
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K4. 3 4g*Mit, isti-nwife. Emmizmmmmy^m-f-hv^^ 
m*mmw£Lfr 0 mmzisv xfjix^j*? whiffy 4 - (isvufK? 

UUtfsJVJ* : *ZJ-fy=2 0:1) T'WSgLT, ( + ) - 1 -y*J-2 - [ 

[4- (2, 2, 2-h>j7;i/tnxh^i') -3-^^;i/tfue;>-2->f;i/ 
] zmxjiyj ^>x^#v-;i/8. 4 3gm — (-) - 

[ [4- (2, 2, 2-b'j7;vtnib^j/) -3-*^;i/ 

(+) -i5»yxf^©ftt>yc (-) -m&MP^+jvzm^Tmft-t 

( + ) -1-7^7-2 - [ [4- (2, 2, 2- NU^;i/^-nxih^t/) - 

a] D=+103(c=0.51,CHCl 3 ) ;MS(EI,M + ) : 384 ; flkj& : 111-113°C 

(-) - 1 J- 2- [ [4 - (2, 2, 2-MJ7^nxhti/)' iU * 

3 -*-^;i/t? y 2 ->f/i/] t^frxivyj -jvi ^yXA % #V-;i/<z> [ 

a] D=-101(c=0.51,CHCl 3 ) ; MS (EI,M + ) : 384 ; MM : 111-113T; 

[0 2 3 4] 
H^M2 

l- CN- (2 -^^;byn^/i/) y ^ y ] -2- [ [4- (2, 2, 2 - h 

[0 2 3 5] 
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0 




CF. 



[0 2 3 6] 

1- [N — (2 -^^;i/^ntf;i/) y^y] -2- [ [4- (2, 2, 2-h 

ij7;i/tnxhdri/) - 3 -*^;i/try 2 K>x>r 

^ #V~;i/4 0 0mg£&>fb*^ty> 5mUc?§fi?U -2 OX3T8 0%m-?nn 

-DM1020 (*±S/U S/7*fcSl) , : Blif/; - 1 : 1) T-mmUVW' 

1 H-NMR (CDCI3) 8 : 1.06(6H,dd), 1.87-1. 92(lH,m), 2. 32(3H,s), 3.11-3.17 
(2H,m) ,4.36(2H,q) ,4.95(lH,d) ,5.09(lH,d) ,5.59(lH,t) ,6.61 (lH.d) ,7.28-7.41( 
3H,m) ,7. 78-7.81 (lH,m) ,8.23(lH,d) 
ffliA : 129-13in 

[0 2 3 7] 

[0 2 3 8] 
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[0 2 4 03 

1 H-NMR (CDCI3) 8 : 2.34(3H,s) ,3.82(3H,s) ,4.89(lH,d) ,5.06(lH,d) ,5.38 
(2H,s) ,6.62(lH,d) ,7.25-7.41 (2H,m) , 7.52-7. 56(lH,m) ,7.71-7.75(lH,m) ,8.09(1 
H,d) ; IR (KBr,cm _1 ) : 3200,1578,1435,1300,1100,1049 ; M S (FAB , MH + ) : 
317 ; m& : 172-173°C 
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[0 2 4 1] 

1 H-NMR (CDC1 3 ) 8 : 2.09(3H,s) ,3.70(3H,s) ,4.75(lH,d) ,4.85(lH,d) ,5.10 
(2H,s),6.69(lH,s),7.29-7.52(3H,m),7.75-7.78(lH,m),8.07(lH,s) ; IR (KBr, 
cm -1 ) : 3157,1597,1458,1296,1149,1039 ; MS (FAB,MH + ) : 317 ; MAL : 146-1 
48TC 

[0 2 4 2] 

1 H-NMR (CDClg) 8 : 2.15(3H,s) ,4.16(2H,q) ,4.77(lH,d) ,4.82(lH,d) ,5.08 
(2H,s),6.64(lH,s),7.30-7.51(3H,m),7.75-7.78(lH,m),8.15(lH,s) ; IR (KBr, 
cm" 1 ) : 3169,1599,1388,1170,1068,1039 ; MS (FAB,MH + ) : 385 ; ftftj& : 166-1 
68TI 

[0 2 4 3] 

mmme 

X H-NMR (CDClg) 8 : 2.17(3H,s) ,2.29(3H,s) ,3.69(3H,s) ,4.87(1H,«Q .03 
(lH,d),5.33(2H,s),7.27-7.41(2H,m),7.52-7.56(lH,m),7.72-7.76(lH,m),8.02(:e:: 
H,s) ; I R (KBr, cm" 1 ) : 3289,1633,1560,1452,1076,1053 ; M S (FAB,MH + ) : 
331 ; MM : 155-156TC 
[0 2 4 4] 

mmmi 

1 H-NMR (CDClg) 8 : 2.19(3H,s) ,3.73(3H,s) ,4.76(2H,s) ,5.18(2H,s) ,6.51 
(lH,d),6.66(lH,d),7.27-7.54(3H,m),7.72-7.76(lH,m) ; IR (KBr, cm" 1 ) : 319 
8,1599,1466,1334,1157,1061 ; MS (FAB,MH + ) : 317 ; WlM : 130-133°C 
[0 2 4 5] 

1 H — NMR (CDClg) 8 : 2.19(3H,s) ,4.24(2H,q) ,4.73(lH,d) ,4.79(lH,d) ,5. 17 
(2H,s),6.56(lH,d),6.68(lH,d),7.28-7.52(3H,m),7.71-7.75(lH,m) ; IR (KBr, 
cm -1 ) : 3198,1597,1458,1269,1165,1049 ; MS (FAB,MH + ) : 385 ; ftb& : 163-1 
64*0 
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[0 2 4 6] 

1 H-NMR (CDClg) 8 : 3.74(3H,s) ,4.77(lH,d) ,4.88(lH,d) ,5.12(2H,s) ,6.71 
(lH,dd),6.82(lH,d),7.29-7.53(3H,m),7.75-7.79(lH,m),8.25(lH,d) ; IR (KBr 
,cm _1 ) : 3159,1595,1298,1045,1028 ; M S (FAB,MH + ) : 303 ; MM : 141-143X1 
[0 2 4 7] 

mmm 1 o 

1 H-NMR (CDClg) 8 : 4.25(2H,dq),4.80(lH,d),4.86(lH,d),5.14(2H,s),6.7 
6(lH,dd),6.86(lH,d),7.29-7.52(3H,m),7.74-7.77(lH,m),8.29(lH,d) ; IR (KB 
r,cm _1 ) : 3169,1595,1452,1271,1178,1070,1037 ; MS (FAB,MH + ) : 371 ; MM 
: 126-127X3 

[0 2 4 8] 

mmm 1 1 

X H-NMR (GDCI3) 8 : 1.42(3H,t) ,2.23(3H,s) , A . -CtelfcH,*} . ;,89(lH,d) ,5.05 
(lH,d),5.40(2H,s),6.58(lH,d),7.25-7.75(4H,m},- .?eUH,d) : .1 R (KBr, eta -1 
)' : 1579,1464,1300,1074,1024 ; MS (FAB,MH + ) : HiSx ; : 160-161X1 - ' 
[0 2 4 9] 
1 2 

1 H-NMR (CDClg) 8 : 1.03(3H,t) ,1.76-1. 88(2H,m) ,2. 25(3H,s) ,3.91 (2H,t) 
,4.90(lH,d) ,5.07(lH,d) ,5.38(2H,s) ,6.59(lH,d) ,7.26-7.76(4H,m) ,8.07(lH,d) 
; I R (KBr, cm -1 ) : 1581,1464,1298,1082,1053 ; MS (FAB,MH + ) : 345 ; MM 
: 137-138X3 

[0 2 5 0] 

mmmi 3 

*H — NMR (CDClg) 8 : 1.32(6H,dd) ,2.20(3H,s) ,4.50-4.59(lH,m) ,4.88(lH,d 
),5.05(lH,d),5.40(2H,s),6.58(lH,d),7.25-7.75(4H,m),8.05(lH,d) ; IR (KBr 
,cm _1 ) : 1578,1464,1294,1082,1049 ; MS (FAB,MH + ) : 345 ; MM : 155-156X3 
[0 2 5 1] 

mmm 1 4 
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1 H-NMR (CDCI3) 8 : 0.97(3H,t),1.41-1.83(4H,m),2.24(3H,s),3.95(2H,t) 
,4.89(lH,d) ,5.07(lH,d) ,5.38(2H,s) ,6.60(lH,d) ,7.29-7.41 (2H,m) ,7.53-7.56(1 
H,m),7.73-7.76(lH,m),8.06(lH,d) ; IR (KBr.cm -1 ) : 1581,1458,1298,1088,1 
037 ; M S (FAB,MH + ) : 359 ; MM. : 123-125^ 
[0 2 5 2] 

mmm 15 

1 H-NMR (CDClg) 8 : 1.02(6H,d) ,2.05-2. 15 (lH,m) ,2.25(3H,s) ,3.70(2H,d) 
,4.89(lH,d) ,5.05(lH,d) ,5.41 (2H,s) ,6.58(lfl,d) ,7.25-7.75(4H,m) ,8.06(lH,d) 
; I R (KBr.cnf 1 ) : 1579,1458,1298,1086,1026 ; M S (FAB,MH + ) : 359 ; MM 
: 154-156-C 

[0 2 5 3] 

mmm 1 e 

X H-NMR (CDClg) 8 : 0.91 (3H,t) ,1.30-1. 50(6H,m) ,1.76-1. 84(2H,m) ,2. 24( 
3H,s) ,3.94(2H,t) ,4.89(1H ..."O-.b.OS y ir d) ,5.39(2H,s) ,6.59(lH,d) ,7.26-7.76(4 
H,m) ,8.06(lH,d) ; I R 4 rrtr,cm~ i ) i Ji Jl, 1458, 1298, 1088, 1037 ; MS (FAB,M 
H + ) : 387 ; MM : 131-132 U 
[0 2 5 4] 

mmm 1 1 

%-NMR (CDClg) 8 : 0.89(3H,t), 1.29-1. 47(10H,m), 1.73-1. 84(2H,m), 2. 24 
(3H,s) ,3.94(2H,t) ,4.89(lH,d) ,5.07(lH,d) ,5.38(2H,s) ,6.59(lH,d) ,7.26-7.76( 
4H,m),8.06(lH,d) ; I R (KBr,cm _1 ) : 1581,1468,1300,1088,1037 ; M S (FAB, 
MH + ) : 415 ; MM : 118-119°C 
[0 2 5 5] 

mmm 1 8 

%-NMR (DMSO-dg) 8 : 2.23(3H,s) ,4.88(2H,t) ,5.00(2H,t) ,6.39(2H,s) ,7. 
13(lH,d),7.32(lH,t),7.41(lH,t),7.61(lH,d),7.73(lH,d),8.30(lH,d) ; I R (K 
Br, cm" 1 ) : 3325,1581,1126,1007 ; MS (FAB,MH + ) : 425 ; MM, : 195-198°C ( 

[0 2 5 6] 
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mmmi 9 

1 H-NMR (CDClg) 5 : 4.33-4.43(2H,m),4.81(lH,d),4.87(lH,d),5.14(2H,s) 
,6.77(lH,dd),6.90(lH,d),7.29-7.78(4H,m),8.29(lH,d) ; IR (KBr.cm* 1 ) : 15 
95,1317,1229,1127,1055,1022 ; MS (FAB,MH + ) : 471 ; ffl>M : 72-74X3 
[0 2 5 7] 

1 H-NMR (CDClg) 8 : 1.60(3H,s) ,1.66(3H,s) ,1.71(3H,s) ,2.05-2.17(4H,m) 
,2.24(3H,s) ,4.54(2H,d) ,4.89(lH,d) ,5.07(lH,d) ,5.06-5.09(lH,m) ,5.38(2H,s) , 
5.40-5.42(lH,m),6.60(lH,d),7.26-7.76(4H,m),8.06(lH,d) ; IR (KBr,cm _1 ) 
: 1578,1458,1292,1080,1034 ; MS (FAB,MH + ) : 439 ; ffliM : 99-101X3 
[0 2 5 8] 

mmmz 1 

*H — NMR (CDClg) 8 : 2.05(2H,t) ,2.24(3H,s) ,3.34(3H,s) ,3.53(2H,t) ,4.05 
(2F f. i^C : d) ,5.06(lH,d) ,5.37(2H,s) ,6.62(lH,d) ,7.27-7.56(3H,m) ,7.72- 
•V.-.^Otf.a) 80 :: lH,d) ; IR (KB^cnf 1 ) : 3316,1581,1458,1296,1116,1037 ; 
M S \^., *a *j : 375 ; MM : 131-133X3 . 
[0 2 5 9] 

1 H-NMR (DMS0-d 6 ) 8 : 2.24(3H,s) ,3.73-3.77(2H,m) ,4.07(2H, t) ,4.82(1H, 
d) ,4.90(lH,t) ,4.94(lH,d) ,6.37(2H,s) ,6.92(lH,d) , 7.30-7. 40(2H,m) ,7.59-7.74 
(2H,m),8.19(lH,d) ; MS (FAB,MH + ) : 347 ; MM : 159-160X3 (##?) 
[0 2 6 0] 

X H-NMR (CDClg) 8 : 2.27(3H,s) ,3.94(2H,q) ,3.98-4.02(2H,m) ,4.12-4. 18( 
2H,m) ,4.92(lH,d) ,5.08(lH,d) ,5.36(2H,s) ,6.60(lH,d) ,7.27-7.54(3H,m) ,7.73-7 
.79(lH,m),8.09(lH,d) ; MS (EI,M + ) : 428 ; MM : 120-121X3 
[0 2 6 1] 

mmm 2 4 

^H-NMR (CDClg) 8 : 3.88-4.02(4H,m) ,3.94(3H,s) ,4.17-4.20(2H,m) ,4.95( 
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lH,d) ,5.02(lH,d) ,5.37 (2H,s) ,6.71 (lH,d) ,7.29-7.56(3H,m) ,7.71-7.75 (lfl,m) ,8 
.00(lH,d) ; MS (EI,M + ) : 444 
[0 2 6 2] 

1 H-NMR (CDCI3) 8 : 2.04-2.35(4H,m),2.26(3H,s),4.02(2H,t),4.91(lH,d) 
,5.05(lH,d) ,5.36(2H,s) ,6.58(lH,d) ,7.29-7. 56 (3H,m) ,7.72-7.75(lH,m) ,8.09(1 
H,d) ; MS (EI,M + ) : 412 ; : 146-147X3 
[0 2 6 3] 

X H-NMR (CDClg) 8 : 2.05-2.38(4H,m),3.93(3H,s),4.07(2fl,t),4.97(lH,d) 
, ,5.03(lH,d) ,5.36(2H,s) ,6.69(lH,d) ,7.25-7. 57 (3H,m) ,7.72-7.75 (lH,m) ,8.01(1 
H,d) ; M S (EI ,M + ) : 428 ; Rfc/ft : 98-100X3 
[0 2 6 4] 

Jfe»«2 7 

X H-NMR (CDClg) 8 : 3.89(2H,q) ,3.88-3.96(2H,m) ,4.05-4.08(2H,m) ,4 S > / 
lH,d) ,4.85(lH,d) ,5.15(2H,s) ,6.72(lH,dd) ,6.84(lH,d) ,7.26-7.52(3H,m) ,7.74- 
7.77(lH,m),8.23(lH,d) ; MS (EI,M + ) : 414 ; ftfc/% : 108-110X3 
[0 2 6 5] 

mmm2 s 

1 H-NMR (CDClg) 8 : 1.96-2.31(4H,m),3.88-3.94(2H,m),4.77(lH,d),4.85( 
lH,d) ,5.10(2H,s) ,6.69(lH,dd) ,6.78(lH,d) ,7.26-7.53(3H,m) ,7.75-7.79(lH,m) , 
8.25 (lH,d) ; MS (EI,M + ) : 398 ; jRj& : 141-143X3 

[0 2 6 6] 
MMM 2 9 

X H-NMR (CDClg) 8 : 2. ll(3H,s) ,3.90(2H,q) ,3.93-4.00(4H,m) ,4.74(lH,d) 
,4.82(lH,d),5.09(2H,s),6.66(lH,s) , 7. 26-7. 50(3H,m) ,7. 75-7. 78(lH,m) ,8.09(1 
H,s) ; M S (EI ,M + ) : 428 ; J&M : 137-139X3 
[0 2 6 7] 

mmw 3 0 



6 8 



ffilE4f 2003-3033427 




#2 002—096143 



H — NMR (CDClg) 8 : 1.95-2.28(4H,m),2.10(3H,s),3.79-3.87(2H,m),4.75( 
lH.d) ,4.82(lH,d) ,5.06(2H,s) ,6.62(lH,s) ,7.30-7.49(3H,m) ,7.74-7.76(lH,m) ,8 
.10(lH,s) ; MS (EIiM + ) : 412 ; MM : 154-155°C 
[0 2 6 8] 

mmms 1 

^H — NMR (CDClg) 8 : 2.00-2.40(4H,m) ,2.14(3H,s) ,2.26(3H,s) ,3.75(2H,t) 
,4.88(lH,d) ,5.00(lH,d) ,5.34(2H,s) ,7.27-7.53(3H,m) ,7.70-7.72(lH,m) ,8.03(1 
H,s) ; M S (EI ,M + ) : 426 ; MM : 160-161"C 
[0 2 6 9] 

^H — NMR (CDClg) 8 : 2.17(3H,s) ,2.29(3H,s) ,3.88-3.98(6H,m) ,4.87(lH,d) 
,5.02(lH,d) ,5.33(2H,s) ,7.29-7.55 (3H,m) ,7.71-7.75(lH,m) ,8.03(lH,s) ; M S 
(EI ,M + ) : 442 ; MM : 123-124°C 
[0 2 7 0] 

mnw3 3 

1 H-NMR (CDClg) 8 : 3.88(3H,s) ,3.93(3H,s) ,4.96(1*,'^ ,^.02(lH,d) ,5.38 <W 
(2H,s) ,6.74(lH,d) ,7.26-7.42 (2H,m) ,7.54-7.57(lH,m) ,7.73-7.76(lH,m) ,8.03(1 
H,d) ; IR (KBr,cm _1 ) : 3250,1589,1493,1309,1068,1028,1001 ; M S (FAB,MH 
+ ) : 333 ; MM. : 188-189°C 
[0 2 7 1] 

mmm 3 4 

X H-NMR (DMS0-d 6 ) 8 : 1.99(3H,s) ,2. 17(3H,s) ,4.67(lH,d) ,4.91(2H,q) ,5. 
05(lH,d),7.10(lH,d),7.36-7.52(3H,m),7.83(lH,q),8.32(lH,d) ; IR (KBr,cm~ 
*) : 3184,1678,1581,1265,1169,1034 ; MS (FAB,MH + ) : 427 ; MM. : 176-177 
°C (#«?) 

[0 2 7 2] 
9£MM3 5 

— NMR (CDClg) 8 : 1.37(9H,s) ,2.24(3H,s) ,4.36(2H,q) ,4.82(lH,d) ,4.97 
(lH,d),6.63(lH,d),7.26-7.37(3H,m),7.67(lH,d),8.29(lH,d),9.72(lH,s) ; I R 
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(KBr.cnT 1 ) : 3192,1686,1579,1477,1263,1167,1049 ; MS (FAB,MH + ) : 469 ; 
: 117-118r (#j§?) 
[0 2 7 3] 

1 H-NMR (GDClg) 6 : 1.78-1. 94(2H,m), 2. 37(3H,s), 3. 40-3. 58(2H,m), 3.78- 
3.98(3H,m) ,4.39(2H,q) ,4.95(lH,d) ,5.02(lH,d) ,5.62(lH,t) ,6.65(lH,d) ,7.24-7 
.55(3H,m),7.80-7.83(lH,m) ,8.27(lH,d) ; IR (KBr.cm -1 ) : 3339,3249,2940, 
2874,1588,1482,1458,1431,1385,1318,1271,1163,1111,1061,1005,976,820,766, 
750 ; M S (FAB,MH + ) : 443 ; WiM ' 122-125X: 

: ( + ) #©[<*] D=+101(c=0.53,CHCl 3 ) ; (-)#:© [a] D=-9 
2(c=0.53,CHCl 3 ) 

[0 2 7 4] 

1 H-NMR (CDC1 3 ) 6 : 2.37(?L.s) •:. -9.71(4H,«) ,4.14(lH,t) ,4.37(2H,d) 
,5.04(lH,d),5.20(lH,d),5.7; ! «,t> ^.Sfl'.i'^d) ,7.31-7 i 46(2H,m) ,7.55(lH,d) , 
7.79(lH,d),8.17(lH,d) ; IR (Ki/r-.c* : 3320, 1587, 1477, 1265, 1169,111^1 
053 , 980 ;MS (FAB , MH + ) : 429 ; : 133 . 5-1 37 . 5°C 
[0 2 7 5] 

mmms s 

X H-NMR (CDClg) 8 : 2.33(3H,s) ,3.10(3H,d) ,4.37(2H,q) ,4.95(lH,d) ,5.02 
(lH,d) ,5.60(lH,q) ,6.62(lH,d) ,7.30-7.54(3H,m) ,7.79-7.82(lH,m) ,8.24(lH,d) 
; I R (KBr.cm -1 ) : 3200,1581,1460,1269,1174,1032 ; M S (FAB,MH + ) : 399 
; ffil& : 147-148'C 
[0 2 7 6] 

mmm 3 9 

X H-NMR (CDClg) 8 : 1.22(3H,t) ,2.33(3H,s) ,3.38(2H,q) ,4.37(2H,q) ,4.95 
(lH,d),5.09(lH,d),6.61(lH,d),7.24-7.81(5H,m),8.22(lH,d) ; IR (KBr.cm" 1 
) : 3227,1578,1001 ; MS (FAB,MH + ) : 413 ; gfij& : 100-101^ 
[0 2 7 7] 
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mmm4 o 

X H-NMR (CDClg) 8 : 1.02(3H,t),1.57-1.70(2H,m),2.32(3H,s),3.30(2H,q) 
,4.37(2H,q) ,4.95(lH,d) ,5.09(lH,d) ,5.62(lH,t) ,6.61(lH,d) ,7.26-7.54(3H,m) , 
7.78-7.81 (lH,m) ,8. 22(lH,d) ; IR (KBr.cnf 1 ) : 3219,1579,1458,1259,1174,1 
113,1007,980 ; MS (FAB,MH + ) : 426 ; MM : 96-98X3 
[0 2 7 8] 

mmm4 i 

1 H-NMR (CDClg) 8 : 1.16(6H,dd) ,2.32(3H,s) ,3.75-3.80 (lH,m) ,4.36(2H,q 
) ,4.93(lH,d) ,5.13(lH,d) ,5.61 (lH,d) ,6.60(lH,d) ,7.27-7.54(3H,m) ,7.77-7.80( 
lH,m),8.21(lH,d) ; I R (KBr,cm _1 ) : 3220,1581,1477,1325,1147,1030 ; MS 
(FAB,MH + ) : 427 ; : 158-159X3 
[0 2 7 9] 

mmm4 2 

1 H-NT^I ,0BC1.> 8 : 0.94(3H,t),1.42-1.64(4H,m),2.32(3H,s),3.33(2H,^) V 
,4 . 3C ./M, q) , 4. 95 H 5: A) ,5 . 09 (1H , d) , 5 . 94 (1H , t) ,6 . 61 (1H , d) ,7. 26-7. 53 (3H ,m) , 
7. 78-7. i>x .v.,d.23(lH,d) ; IR (KBr.cm -1 ) : 3240, 1578, 1458, 1300, 1257B 
172,1109,1003 ; MS (FAB , MH + ) : 441 ; §&j& : 102-103X3 
[0 2 8 0] 

mmm* 3 

*H-NMR (CDCI3) 8 : 0.89(3H,t),1.30-1.61(8H,m),2.32(3H,s),3.32(2H,q) 
,4.36(2H,q) ,4.94(lH,d) ,5.09(lH,d) ,5.60(lH,t) ,6.61(lH,d) ,7.29-7.53(3H,m) , 
7.78-7.81(lH,m),8.23(lH,d) ; IR (KBr.cnf 1 ) : 3283,1581,1458,1263,1170,1 
045 ; M S (FAB,MH + ) : 469 ; MM ' 90-91X3 

[0 2 8 1] 
mMM4 4 

X H-NMR (CDClg) 8 : 2.30(3H,s) ,3.86-3.93(2H,m) ,4.36(2H,q) ,4.87(lH,d) 
,5.17(lH,d),6.42(lH,bt),6.62(lH,d),7.29-7.77(4H,m),8.18(lH,d) ; IR (fil 
m,cm _1 ) : 3223,1582,1051 ; MS (EI,M + ) : 466 
[0 2 8 2] 
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mmm^ 5 

X H-NMR (DMS0-d 6 ) 8 : 2. 22(3H,s) ,4. 87(2H,q) ,5. 00(2H,bs) ,6.58-8.19(11 
H,m),9.81(lH,bs) ; IR (KBr.cm -1 ) : 3193,1603,1579,1059 ; MS (EI,M + ) : 
460 ; M& : 105-1071C 

[0 2 8 3] 
MUM* 6 

1 H — NMR (DMS0-d 6 ) 5 : 2.26(3H,s) ,3.23(3H,s) ,3.31-3.35(2H,m) ,3.44-3.4 
8(2H,m) ,4.88(lH,d) ,4.89(2H,q) ,5.02(lH,d) ,7.06(lH,dd) ,7.16(lH,t) ,7.28-7.4 
3(2H,m),7.66(lH,d),7.75(lH,d),8.24(lH,d) ; MS (FAB,MH + ) : 443 ; : 14 
6-147T3 

[0 2 8 4] 

1 H-NMR (CDClg) 8 : 2.30(3H,s),3.80(3H,s),4.12(2H,d),4.37(2H,q),4.95 
(lH,d) ,5.11(lH,d) ,6.16(lH,t) ,6.61(lH,d) ,7.32-7.58(3H,m) ,7.78-7.80(lH,m) , 
8.22(lH,d) ; IR (EBr,cm _1 ) : 3211,1753,1578,1477,1261,1165,1107,1012 ; 
M S (EI,M + ) : 456 ; Htj& : 143-144°C 

[0 2 8 5] 
MM®* 8 

^H — NMR (CDCI3) 8 : 2. 33(9H,s) ,2.57-2.61 (2H,m) ,3.34-3.40(2H,m) ,4.36( 
2H,q) ,4.99(lH,d) ,5.06(lH,d) ,5.91(lH,t) ,6.60(lH,d) ,7.26-7.55(3H,m) ,7.80-7 
.83(lH,m),8.24(lH,d) ; MS (EI,M + ) : 455 ; MM : 146-148°C 
[0 2 8 6] 

mmm± 9 

*H-NMR (CDCI3) 8 : 2.31(3H,s),4.35(2H,q),4.42(2H,d),4.92(lH,d),5.00 
(lH,d) ,5.89(lH,t) ,6.60(lH,d) ,7.28-7.46(8H,m) ,7.77-7.81 (lH,m) ,8.21(lH,d) 
; I R (KBr.cm -1 ) : 3216,1578,1460,1258,1165,1111,1001 ; M S (EI,M + ) :4 
74 ; m& : 150-15rC 
[0 2 8 7] 

mmm 5 0 
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H-NMR (CDClg) 8 : 2.31(3H,s),2.96(2H,t) ,3.60(2H,q),4.35(2H,q),4.92 
(lH,d) ,5.07(lH,d) ,5.58(lH,t) ,6.57(lH,d) ,7.27-7.32(8H,m) ,7.76-7.80(lH,m) , 
8.15(lH,d) ; IR (KBr,cm -1 ) : 3210,1578,1458,1260,1174,1113,1009 ; M S 

(EI,M + ) : 488 ; M& : 154-155°C 
[0 2 8 8] 

1 H-NMR (GDGlg) 8 : 2.36(1.5H,s) ,2.38(1.5H,s) ,3.43-3.52(lH,m) ,3.60-3 
.67(lH,m) ,4.34(lH,q) ,4.37(lH,q) ,4.51 (lH,s) ,4.82-4.93(lH,m) ,5.02(0.5H,d) , 
5.04(0.5H,d) ,5.15(0.5H,d) ,5.27(0.5H,d) ,5.74(0.5H,t) ,5.90(0.5H,t) ,6.53(0. 
5H,d) ,6.61(0.5H,d) ,7.25-7. 43(7H,m) ,7.50-7.55(lH,m) ,7.76-7.83(lH,m) ,8.03( 
0. 5H,d), 8.20(0. 5H, d) ; MS (EI ,M + ) : 504 
[0 2 8 9] 

mmms 2 

1 H-NMR (DMSO-dg) 8 : 2.23(3H,s) ,4.17(2H,d) ,4.69(Hf,d^4.8te{i;??^) ,4.& ' 
96(lH,d) ,6.67(2H,d) ,7.05-7.38(6H,m) ,7.66(lH,d) ,7.75'' ^M) .8. 27 f .IF r -J ,9.3 
4(lH,s);MS (FAB,MH + ) : 491 ; MM ' 105-111°C (£B) 
[0 2 9 0] 

mrnm 5 3 

1 H-NMR (DMS0-d 6 ) 8 : 1.45-1. 55 (4H,m) ,2.25(3H,s) ,3.12-3.45(4H,m) ,4.4 
0(lH,t) ,4.88(2H,q) ,4.92(lH,d) ,4.99(lH,d) ,7.06(lH,d) ,7.07(lH,t) ,7.29-7.43 
(2H,m) ,7.67-7.78(2H,m) ,8.23(lH,d) ; MS (EI,M + ) : 456 ; MM : 136-137X; 
[0 2 9 1] 

mmm 5 4 

1 H-NMR (DMSO-dg) 8 : 1.35-1. 50 (6H,m) ,2.25(3H,s) ,3.12-3.38(4H,m) ,4.3 
3(lH,t) ,4.89(2H,q) ,4.92(lH,d) ,4.99(lH,d) ,7.05(lH,d) ,7.06(lH,t) ,7.29-7.43 
(2H-,m) ,7.66-7.78(2H,m),8.22(lH,d) ; MS (EI,M + ) : 470 ; ffltM : 159-160X: . 
[0 2 9 2] 

mmm 5 5 

X H-NMR (CDClg) 8 : 1.17(1. 5H,d) ,1.19(1. 5H,d) ,2. 34(1. 5H,s) ,2. 36(1. 5H 
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I 

,s) ,3.10-3.25(lH,m) ,3.45-3.60(lH,m) ,3.85-4. 10(2H,m) ,4.35(lH,q) ,4.38(lH,q 
) ,4.95-5.28(2H,m) ,5.66-5.75(0.5H,m) ,5.82-5.92(0.5H,m) ,6.55(0.5H,d) ,6.63( 
0.5H,d) ,7.22-7.48(3H,m) ,7.50-7.60(lH,m) ,7.75(0.5H,d) ,7.80(0.5H,d) ; M S 
(FAB,MH + ) : 443 
[0 2 9 3] 
6 

1 H-NMR (GDGlg) 8 : 1.80-1. 86(2H,m), 3. 37-3. 44(2H,m), 3. 78-3. 85(2H,m), 
3.92(6H,s) ,4.45(lH,t) ,4.90(lH,d) ,5.02(lH,d) ,6.31 (lH.t) ,6.84(lH,d) ,7.29-7 
.41(2H,m),7.63-7.81(2H,m),8.14(lH,d) ; MS (EI,M + ) : 390 ; jgftj& : 168-169 

x: 

[0 2 9 4] 

1 H-NMR (CDCI3) 8 : 1.83-1. 88 (2H,m) ,2.05-2.12(2fl,m) ,2.31 (3H,s) ,3.36( 
3H , s) , 3 . 46-3 . 58 (4H , m) , 3 . 91-3 . 95 < r -i . K> , 4 . u / ! , 20 (3H , m) , 4 . 89 (1H , d) , 4 . 98 (1H / 
,d) ,5.65(lH,t) ,6.70(lH,d),7.3:: ■■.?6(3K,«) .7. M-7.84(lH,m) ,8.20(lH,d) ; M 
S (FAB,MH + ) : 433 

ftmm&ifc: ( + ) fan [a] D=+lll(c=0.39,CHCl 3 ) ; (-) fo(D [a] D=-l 
27(c=0.38,CHGlg) 
[0 2 9 5] 

mmw 5 8 

X H-NMR (CDClg) 8 : 1.83-1. 87 (2H,m) ,2.34(3H,s) ,3.43-3.52(2H,m) ,3.45( 
3H,s) ,3.76-3.80 (2H,m) ,3.90-3.94(2H,m) ,4.13-4.16(3H,m) ,4.92(lfl,d) ,4.98(1H 
,d) ,5.65(lH,t) ,6.68(lH,d) ,7.24-7.55 (3H,m) , 7.81-7. 84(lH,m) ,8.20(lH,d) ; M 
S (EI,M + ) : 418 ; ]ftj& : 97-99°C 
[0 2 9 6] 

mmm 5 9 

1 H-NMR (CDClg) 8 : 1.80-1.90(2H,m) ,3.40-3.60(2H,m) ,3.65(lH,t) ,3.89- 
3.93(2H,m) ,3.99(3H,s) ,4.43(2H,q) ,4.95(lH,d) ,5.09(lH,d) ,5.57(lH,t) ,6.77(1 
H,d),7.34-7.57(3H,m),7.81-7.84(lH,m),8.17(lH,d) ; MS (EI,M + ) : 458 
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[0 2 9 7] 

mmme o 

1 H-NMR (CDClg) 5 : 1.84-1. 88(2H,m), 2. 33(3H,s), 3. 47-3. 53(2H,m) ,3.91- 
4.04(7H,m) ,4.16-4.20(2H,m) ,4.92(lH,d) ,5.00(lH,d) ,5.62(lH,t) ,6.68(lH,d) ,7 
.30-7.56(3H,m),7.81-7.84(lH,m),8.22(lH,d) ; MS (EI,M + ) : 486 
[0 2 9 8] 

mmme 1 

1 H-NMR (CDClg) 8 : 1.80-1. 90(2H,m) ,3. 47-3. 50(2H,m) ,3. 90-4. 05(7H,m) , 
3.93(3H,s) ,4.21-4.24(2H,m) ,4.92(lH,d) ,5.07(lH,d) ,5.64(lH,t) ,6.78(lH,d) ,7 
.33-7.56(3H,m),7.80-7.83(lH,m),8.12(lH,d) ; MS (EI,M + ) : 502 
[0 2 9 9] 

mmw6 2 

%-NMR (CDC1 3 ) 8 : 1.82-1. 90(2H,m), 2. 04-2. 17(2H,m), 2.31 (3H,s), 3.47- 
3 . 54 (2H , m) r, . fa- ,j . , m) , 4 . 09-4 . 14 (3H , m) , 4 . 90 (1H , d) , 4 . 99 (1H , d) , 5 . 63 (1H. • 
,t),6.7C H d),7,27-- r«:(3H,m),7.81-7.84(lH,m),8.21(lH,d) ;MS (EI,M + ) 
: 500 

[0 3 0 0] 

mmm s 3 

^H-NMR (CDClg) 8 : 1.17(1. 5H,d), 1.18(1. 5H,d), 2. 03-2. 12(2H,m), 2. 28(1 
• 5H,s) ,2.30(1.5H,s) ,3.11-3.20(lH,m) ,3.32(1.5H,s) ,3.33(1.5H,s) ,3.45-3.67( 
3H, m), 3. 85-4. 20(4H,m), 4.94-5. 24(2H,m), 5. 76-5. 80(0. 5H,m), 5. 95-6. 02(0. 5H,m 
) ,6.59(0.5H,d) ,6.67(0.5H,d) ,7.26-7.55(3H,m) ,7.72-7. 80 (lH,m) ,8.00(0.5H,d) 
,8.17(0.5H,d) ; MS (EI,M + ) : 432 
[0 3 0 1] 

X H-NMR (CDClg) 8 : 2.32(3H,s) ,3.94(2H,ddt) ,4.37(2H,q) ,4.96(lH,d) ,5. 
07(lH,d) ,5.18(lH,ddd) ,5.22(lH,ddd) ,5.72(lH,t) ,6.02(lH,ddt) ,6.62(lH,d) ,7. 
26-7.81(4H,m),8.24(lH,d) ; IR (KBr,cm _1 ) : 3218,1588,1578,1460,1175,11 
11,1010; MS (EI,M + ) : 424,320,106 ; flftj& : 126-127'C 
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CH 3 


H 


72 




HO(CH 2 ) 3 - 


,H 


F 2 HCO- 


CH 3 0 


CH 3 


H 


73 




HO(CH 2 ) 3 - 


F 2 HCO- 


H 


CH a O 


CH 3 


H 


74 




H 


H 


CH3OOC- 


CH 3 


CF 3 CH 2 - 


H 


74 


ft^&b 


H 


CH3OOC- 


H 


CH 3 


CF 3 CH 2 - 


H 


75 




H 


H 


HOOC- 


CH 3 


CF 3 CH 2 — " 


H 


75 


<b^^b 


H 


HOOC- 


H 


CH 3 


CF 3 CH 2 - 


H 



[0 3 0 3] 

mmm & 5 ut&m a tfc&m b © 1 : 1 m&m 

1 H-NMR (DMSO-dg) 8 : 2.32(3H,s) ,3.14(0.5H,t) ,3.39(0. 5H,t) ,4.38(2H,q 
) ,4.78(lH,d) ,4.83(lH,d) ,4.94(0.5H,d) ,4.95(0.5H,d) ,5.05(0.5H,d) ,5.06(0.5H 
,d) ,5.43(lH,s) ,5.46(lH,s) ,6.60(lH,d) ,7.27-7.71 (3H,m) ,8. 15(0. 5H,d) ,8.16(0 
.5H,d) ; IR (KBr,cm _1 ) : 3300,1581,1263,1163,1109,1010,966 ; M S (FAB , M 
H + ) : 415 ; J&& 160-161X3 
[0 3 0 4] 

mmm q q 

1 H-NMR (DMSO-dg) 6 : 2.23(3H,s) ,4.89(2H,q) ,4.93(2H,s) ,6.52(2H,s) ,7. 
05(lH,d),7.78(2H,s),8.22(lH,d),8.31(lH,s) ; IR (KBr,cm _1 ) : 3318,2226,1 
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) 

581,1043 ; MS (EI,M + ) : 407 ; Mfcj& : 180-181°C (#g?) 
[0 3 0 5] 

mmm e i ut&m a x mt^m b ) 

1 H-NMR (DMSO-dg) 8 : 2.32(3H,s) ,3.69(1. 5H,s) ,3.70(1.5H,s) ,3.74(lH,s 
) ,3.78(lH,s) ,4.36(2H,q) ,4.92(lH,d) ,5.06(0.5H,d) ,5.07(0.5H,d) ,5.32(lH,s) , 
5.34(lH,s),6.58(lH,d),7.19-7.69(3H,m),8.15(lH,d) ; M S (EI,M + ) : 456 ; ®& 
j& : 152-153'C 

[0 3 0 6] 

mmm 6 8 

1 H~NMR (DMSO-dg) 8 : 2.24(3H,s) ,4.86(lH,d) ,4.88(2H,q) ,4.96(lH,d) ,6. 
43(2H,s) ,7.07(lH,d) ,7.23(lH,t) ,7.26(lH,dd) ,7.54(lH,d) ,7.63(lH,d) ,8.26(1H 
,d) ; IR (KBr,cm _1 ) : 1581,1458,1263,1163,1113,1045 ; M S (FAB,MH + ) :4 
51 ; 1K£ : 194-195T; 
[0 3 0 7] 

mmm e 9 

1 H - N M R (DMSO-dg) 5 : 2 . 25 (3H , s) , 3 . 80 (3H , s) , 4 . 82 ( 1H , d) , * . ocrk&tl) , 4 
98(lH,d) ,6.35(2H,bs) ,7.04(lH,dd) ,7.06(lH,d) ,7.23(lH,d) ,7.49(lH,d) ,8.29(1 
H,d) ; I R (KBr,cm _1 ) : 3310,1619,1581,1009 ; MS (EI,M + ) : 412 ; : 1 
60-162'C (#8?) 

[0 3 0 8] 

HifeM 7 0 ab^ah^#Jb<7)l : 1 

X H-NMR (DMSO-dg) 8 : 2.19(3H,s) ,2.28(3H,s) ,3.71(3H,s) ,3.80(1.5H,s) , 
3.84(1.5H,s) ,4.77(lH,d) ,4.91(lH,d) ,6.28(lH,s) ,6.32(lH,s) ,6.89-7.23(2H,m) 
,7.47-7.62(lH,m),8.16(lH,s) ; MS (EI,M + ) : 360 ; WU& ' 160-162T3 
[0 3 0 9] 

X H-NMR (CDC1 3 ) 6 : 3.88(3H,s),3.93(3H,s),4.92(lH,d),5.02(0.5H,d),5. 
03(0. 5H,d) ,5.41 (lH,s) ,5.42(lH,s) ,6.52(0.5H,t) ,6.57(0.5H,t) ,6.74(lH,d) ,7. 
08(0.5H,dd) ,7.20(0.5H,dd) ,7.32(0.5H,d) ,7.48(0.5H,d) ,7.53(0.5H,d) ,7.68(0. 



miiE# 2 0 0 3 -3 
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5H,d) ,8.01(0.5H,d),8.02(0.5H,d) ; MS (EI,M + ) : 398 ; Wu& • 137-139°C 
[0 3 10] 

mmmi z 

X H-NMR (CDC1 3 ) 8 : 1.80-1.88(2H,m),3.40-3.45(2H,m),3.87-4.00(3H,m), 
3.89(3H,s) ,3.91(3H,s) ,4.88(lH,d) ,5.03(lH,d) ,5.88(lH,t) ,6.53(lH,t) ,6.79(1 
H,d) ,7.17(lH,dd), 7.49-7. 53(2H,m), 8. ll(lH,d) ; MS (EI,M + ) : 456 
[0 3 11] 

mmm 1 3 

1 H-NMR (DMSO-dg) 8 : 1.58-1. 63(2H,m) ,3. 15-3. 33(3H,m) ,3. 47-3. 54(2H,m 
) ,3.82(3H,s) ,3.89(3H,s) ,4.50(lH,t) ,4.77(lH,d) ,4.97(lH,d) ,7.08(lH,d) ,7.17 
(lH,dd),7.30(lH,t),7.50(lH,d),7.83(lH,d),8.13(lH,d) ;MS (EI,M + ) : 456 

[0 3 12] 
HM7 4 (ft^ftaXttft^ftb) 

X H-NMR (CDC1 3 ) 8 : 2.32(3H,s),1 ;)n(on„s) ,4 „36.(2H,q) ,4.91(lH,d) ,5.11, ; 
(lH,d) ,5.39(2H,s) ,6.58(lH,d) ,7.75 ; >i ,d) ,7 99( l.K.iM) ,8.09(lH,d) ,8.29(lH,d 
); IR (KBr,cm _1 ) : 3329, 1714, 1578, 12Uo, -^00, 1113, 1022, 974 ; MS (FAB,Ml 
H + ) : 443 ; ®t& : 153.4-153. 6°C 
[0 3 13] 

mmm 7 5 a i : 

1 H-NMR (DMSO-dg) 8 : 2.25(3H,s) ,4.85-4. 99(4H,m) ,6.48(lH,s) ,6.50(1H, 
s) ,7.06(lH,d) ,7.68(0.5H,d) ,7.79(0.5H,d) ,7.89(0.5H,dd) ,8.00(0.5H,dd) ,8.25 
(lH,d),8.28(lH,d),12.80(lH,bs) ; IR (KBr,cm -1 ) -.3345,1695,1587,1477,1 
263,1163,1111,1062,966 ; MS (FAB,MH + ) : 429 ; jgfcj& : 240-250T3 (^jj?) 
[0 3 14] 
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mmm 


R z 


R 3 


R 4 


R 5 


76 


H 


CH 3 


CF 3 CH 2 - 


H 


77 


CH 3 0 


CH 3 




H 


78 


CHgO 


CH 3 


CH 3 


CH 3 



[0 3 15] 

mmm t 6 

1 H-NMR (DMS0-d 6 ) 5 : 2.24(3H,s) ,4.90(2H,q) ,4.91 (2H,s) ,6.34(2H,s) ,7. 
06(lfl,d),7.40(lH,dd),8.18(lH,dd),8.24aH,d),8.51(lH,dd) ; IR (KBr.cm" 1 ' 
) : 1579,1481 t Vfcr>i v 1£fc7.. : ^3,1109,1049 ; M S (FAB,MH + ) : 386 ; jgfc/& : 1.90^ 

i9rc mm: 

[0 3 1 bi 

mmm 1 1 

1 H-NMR (CDClg) 8 : 2.35(3H,s) ,4.04(3H,s) ,4.36(2H,q) ,4.98(lH,d) ,5.06 
(lH,d),5.25(2H,s),6.57(lH,d),6.74(lH,d),7.90(lH,d),8.15(lH,d) ; IR (KBr 
,cm _1 ) : 1581,1373,1261,1111,1049,1028 ; MS (FAB,MH + ) : 416 ; : 174- 
175n 

[0 3 17] 

mmm i s 

1 H-NMR (GDCI3) 8 : 2.18(3H,s),2.34(3H,s),3.73(3H,s),4.04(3H,s),4.92 
(lH,d) ,5.20(lH,d) ,5.25(2H,s) ,6.74(lH,d) ,7.91(lH,d) ,8.04(lH,s) ; M S (FAB 
,MH + ) : 362 ; Bfcj& : 174-175t; 
[0 3 18] 
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[0 3 19] 

3Wt«7 9 

1 H-NMR (DMS0-d 6 ) 8 : 2.23(3H,s) ,4.85(2H,s) ,4.91(2H,q) ,6.16(2H,s) ,7. 
01(lH,d),7.08(lH,d),7.43(lH,d),8.28(lH,d) ; IR (KBr.cm -1 ) : 3320,3156,1 
;>;i : 1467, 1267,1113, 1043 ; MS (FAB,MH + ) : 391 ; ftfcj& : 157-160'C (#0) 
[0 3 2 0] 
8 0 

*H — NMR (DMS0-d 6 ) 8 : 4.68(lH,d) ,4.76(lH,d) ,4.97(2H,t) ,6.16(2H,s) ,7. 
02(lH,d),7.10(lH,dd),7.17(lH,d),7.44(lH,d),8.44(lH,d) ; IR (KBr^cnf 1 ) 

: 3112,1597,1574,1487,1458,1406,1346,1294,1061,1022,970,912,860,742 ; M 

S (FAB,MH + ) : 477 ; WlM : 139-140°C (#$0 
[0 3 2 1] 

mmms 1 

1 H-NMR (DMSO-dg) 8 : 4.70(lH,d) ,4.73(lH,d) ,5.00(2H,t) ,6. 19(2H,s) ,7. 
04(lH,d),7.13(lH,dd),7.19(lH,d) ,7.48(lH,d),8.46(lH,d) ; IR (KBr.cm -1 ) 
: 3120,1593,1569,1483,1427,1352,1299,1060,1027,982,902,873,744 ; MS (FA 
B,MH + ) : 377 ; MA : 80-83 8 C (#8?) 
[0 3 2 2] 

(1) H + /K + -ATPasei$gf H 0lg 
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(DO. 2 Smol/LS/^n-^&tflmmol/L EGTA^f 2 Omol/LhUT, 
tl/tv77-, PH7. 4 h'J^SiA^77-t«l) #7? 5 3f-9— & 

Mv^?&#^ 9 0 0 0 XgT'3 0^M^llfc, ^15:3 0%^^- 
X&tflmmol/L E G T 2 0 mmol/L h U V 7 7 PH 7 . 4© 

8 mL±K.&frKmm U 1 0 00 0 0Xgt60 ^^jSM^Hb^o 
-t?#e>tlfeinterfaceiMif«iaJRb> 1 1 3 0 0 0Xgt'6 0^ra©M^H$:2 

E^yjgtfeo mm.* h yxii;t»;7r-T«f, ^im^-e^^^-rxb 

T^-ftbfcfe©£^Sttl.a£U -8 0°CJC^M^#bfc o 
a^SmithP,©^^ (Anal. Biochem. ,150,76-85 (1985) ) ^MV>fcBCA7°nf 
^^Tyfe-r^lCJ;*;, ^ge©^*$:ffofeo ^(DmmZ-t^TTkftT 

[0 3 2 3] 

(2) p H 1 iC&#£H + /K + -ATP a s e PlS^tt^^fif 
H + /K + - AT P a s e A T P U ->^jt&T*&*\ 

MHU >*<Z>Jtdfc&&MV^2fj£ (Biochem.Biophys.Res.Commun. ,40,c&>> a^ '^' ; 
1970) ) IC^bT^fofco m^b^&Btf^et'S^^^^^©^ 
5 0%ODMSOmtfi l X 1 0 _1 mol/L (pHl) <©^^& 

^Mbfe„ z.<bmmmmz&mm<DWfcit&m* 1 o o o##fucfc& zoizm 

#Db, ^MT? 1 5Wbf:. &s±<Dttimm%:l^ ^©I© 10/tL£20mmo 
1/L KC 1^&^V>^^©4 0 mmol/L h 'JXii;t>)/77- PH 7 . 
5 (2mmol/L M g C 1 ; J^TT E 71 *j "7 T - £H§) 8 4 0 aUCMJ b 

fc, i^TTEA^77-lCTMtfciiM (5/iggfi) 10 0/tL^illI 
U 3 7lCt'30^Mf> 40mmol/L ATPM (KClMTE;^ 
yyr-izmm) 5 o »L*mUai>TBm)xl&l£ffl%i^t~ (^*1"»L, ATP 
2 mmol/L) „ 3 7tt*3 0^>3fa/<-i/a>t, 7jC^bfel2% 
hU^DD^m2mL&^0bT^M/S5:#lf:bfeo ^U^>^(3. 75 
ro^U^^mr^^E-^A/l. 5mol/LSf&^) lmL^W^^^^SmL?:^ 
iPU 5^mb<^amftl^ it7*f M©«It3 1 0MT«bfe o 
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«UPffi«tt#«ll©KH 2 P0 4 S: 8%TCAMlCiiS?U Hf»©l5M£T* 
*©M^e>^#?Sfe$:^«)> 3>hn-;i;i (DM SO) ®?SfS:10 0%i:b 

[0 3 2 4] 

mio] 



«10 





IC50(#mol/L) 




4.85 




1.03 




0.87 




3.32 ! 




3.88 ' 


SSlfifi!l640!>fl:£1j8 


2.28 




32 




1.01 




2.06 




1.61 




5.46 




1.61 



[0 3 2 5] 

(1) ^t&^^VM^^&Sprague-Dawley (SD) 5»; hSB*f t-^ 

[0 3 2 6] 

(2) WBft^»©«ers 

1 8«?iaUft^bfe9y h £J§V^ HiramatsuPjtf)#i£ (Dig.Dis.Sci . ,39,689-6 
97 (1994) ) fCmCfcmtt^^ ^ h^v£&C£tt<£>l±^# ^ >MW^H& 
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* hS:/j<-;i/V>>?r-i?IlM^A4xfeo tix* 3. > &^& J gMUcWeb£^tf 
#f•<^:^m$5&A (8mg/kg/h, 1. 3 8mL/h) U 1 5 3^11 JKft 
lBm#tcW*&i#fcOfc. SttbfcW«»?R4«:ffi«bfc«L 0. lmol/L 
NaOH^MpH7. 0*T?»£U ?i^icMbfc^*«fc »J»«S#ffibfc. K 

W?«##SM£ b < J; e> icffcfrtt &fr o ^&-hz:*gfl§K:§g* b fe 7 w 

-f 8 * y>f*ZL-rT&*) 2. 5mL/kgOD^*T*+Zl^®«tS#bfec *HB3*lCW: 

0. 5%Na-CM:^fi«r^lfe. ,:• 
[0 3 2.' 

(3) mzkamm 

1 IC^^o 

[0 3 2 8] 
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§11 









ED50(mg/kg) 




1.1 


HiS®l5105^!|*J 

i HJfifi>J7ia>"lt-&ife 


2.6 


1.1 


2.4 


3.6 


2.5 


£gi6#j72aMb-£i$!j. 


1.6 


1.8 




3.6 




2.9 




1.1 




0.34 




2.5 



[0 3 2 9] 

f*W9 3 (fchCYP2C19^MfW 

c; „ ? 2C 1 9&S- (+) -^-7mnh-r >^e»4' -fcFndfi/^7x^ 
K> v.- /jfm&JSfc^lllfttCfi^o -e^T% ISm^sC Y P2C19 
- -t: Kn^*:7x^h-f (.mSO & C Y P 2 C 1 9 (Z)?SffiCDf| 

[0 3 3 0] 

a) ftSf?S<B:i*gfc 

/HS* (12 5 timol/L) &5 0 ittL&rJMJMl^tf)* # J -ft^WL (2 5 ^mol 
/L) 0, 10, 

1 0 0*>b<»2 0 0 /iL&SRfllU MWtaST (4 O'C) 
0. 5MU>iMffiH (pH7. 4) -0. 5mM EDTA« (20:10) 7 
5 /ttL, J|f$S*l 4 0 ^L&tft: hCYP 2C 1 9iiW^nV-A 
-fb^^k^A) 1 0 #L£^j!jnU N AD PH -generating system ( 6 0 mM .M 
gCl 2 > 6. 7mg/mL 0-NADP + , 2 7. 2mg/mL G-6-P, 10/i 
L G-6-PdhM) 2 5 0L&fl&a.&jS«:IM&bfc. 

3 7°C{CT 1 O^M-f >^3./<-S/a>tfe, 1 2%jiifc*lfe*$8?R5: 50/iL 

8 4 #SE# 2003-3033427 
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[0 3 3 1] 

b) femm 

£jS#Jt«. ftflHSMfeSt (I.S.) tbtp-t Kn*S/5KAMI**/l> (10 
0 fig/ml) 5 0 #L;&tf S?;n^;i/X-7^2mL%;&n;l 1 0#!RMK!fc SMMMi ( 
3 0 0 0r Pm> 10^) till^t, SBIIftaiT (4 0-C) 

(HPLC) fCT^ff ofco 

ftMMfttt* S- ( + ) -^y^=-h^ymm<o-^t>Viz4' 
^ 7 x - b > 4 ' -M KD^>y^7x-h>f 

[0 3 3 2] 



8 5 
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[*1 2] 





CYP2C19SSBaB 
(%) 




78.6 


f£S60l]24<D-(b£$l 


75.6 


81.9 




73.2 


62.1 


mmm36<o^^ 


61.7 


mmw36<D(+m 


70.6 


72.3 


63.8 


Hifi0ll57O!>v-bStt: 


73 


SUS^l57<0(+){* 


67.4 


Hi£0iJ57©(-)(*: 


77.6 




67.3 




61.7 




71.4 




64.8 




95.3 


mmme3<Dit^ 


72.1 




76.7 


SBfc9r78a>fc6gi 


65 


75.7 


62 




18.4 




35J4 




8.7 




33.1 




39.8 



[0 3 3 3] 

HPLCWOHP LC^fAXttHP L C*frB Tfffo fc. 
HPLC^ftA 

ij'yh. : GAPCELL PAK C18 UG120 5 # m 4 . 6 mm 0 X 2 5 0 mm 
^A^A : CAPCELL PAK C18 UG120 4 . Ommtf. X 1 0mm 
4feffl%& : UV 2 0 4nm 
4feffiM& : 0. 0 1AUSF 

®Mft : CH 3 CN : 5 OmMU >flfclHttft (pH8 ) = 2 0 : 8 0 

HKpfB^it : 0 . 8 mL/min 

I.S. : p-H KD^J/gcA#*^^ 
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X^&MB : '4 0X3 
: 4 0 ilL 
HPLCMB 

: CAPCELL PAK C18 UG120 5 fim 4 . 6mm£ X 2 5 0mm 
: CAPCELL PAK C18 UG120 4 . Ommtf. X 1 Omm 
^fflM^ : UV 2 0 4 nm 
4feffi*ff&: 0. 0 1AUSF 

mmffi : CH 3 CN : 5 OmMU yMMWWL (pH4 ) =20:80 

&WffitiLM : 0 . 8 mL/min 

I.S. : p-fcKn^rS/^If^f^ 

: 4 ox: 

ftAl : 4 0 fiL 
[0 3 3 4] 

3$£fc0f4 (bhCYP 1 Ms^,^ 
cyp l Alt! k * ••> t> \/ ~.>4 yfrb vy;i/7>r >^<Z)f^^MiSS:#M 

7004^CYP l AiStt©*8«i:U CYPiAifM^^ti^fc 

o 

[0 3 3 5] 

( a ) H e p G 2 ffi&^®*fl^tmtt§MS 
HepG2jWJ» (^:H*iaa^e>J»A) &«lfcffW&ttf«i (Mi 
nimum Essential Medium4 5 0 mL{C 10 0 ■Mfc:;i/fcf>gH- h V V A 5 mL, it&M 
7^i(XlOO) 5mL, *ft^mJCa»* (1 0 0 0 0units/<-5xy>, 1 
OmgXhV^hT>fi/>, 2 5/i gT >7^"rUi'>B /mL) 5 mL, 2 0 0mM 

Lfc^ (7 o~8 o%nyyuy b) , *SMfi«:&5llffc*U §ffcfcig±fc : £ l OmL 
, tUII«||Efl!>^f^Mh*2/K (DMSO) *#&5*L$fciIltft, 3 7X3&CT 
2 4B$HP^L/fca WODMSOliSO. 0 5%, SMI©iIti2 0 
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*i-eix2 o jttM&tfo. l AtMTffofeo ^2 4i9IBHfttcm&R9rK56U 3 

7X3JCl««)feU>Sfcjtt««5mLlCT2ia?5fe»bfe. ^<Z)#L *#L£0. 5MU 
(PH7. 4) -0. 5mM EDTAII (2 0:10) ©3M1I 

[0 3 3 6] 

(b) ftf£t£f£i*ifc 

jflflflg/ft h (8 9 0 /iL) &C7 8 jctM7 - lh^i/l/^7-f 

OMl 0 /tL£^#tll/> NAD P H -generating system ( 6 OmM MgClg 
, 6. 7mg/mL /3-NADP + > 2 7.. 2 mg/mL G-6-P, 1 0 fih G — 
6-PdhiI) lOO/iLfciD*, fi^{C3 71CT«&H^bfe. 

3 71CICT1 0X&2 0#fS>f 3. 1 7 %|fc»b& U # ,Mc$8 
15:100 /ttL^SnbMl^§:^if:L/fco 
a 3 7] . 

( c ) 

i&fr fifth*. -ftMMR (3 0 0 Orpnu 2,0 #53) U ±mqW)WS*'Z<kX r 
&£3fe3fe£tf (®S : 5 5 Onm, ^ : 5 8 6nm) fCTM5tb£ 0 l&S&SU*, U 

iO-Rad) 2. 5mL&MlU Sit3 0^S©«, (tfcR : 5 9 

5nm) {CTTOLfeo ^BiH^ h T/I/^"^ > (Sigma*±§g) £Mv> 

«56SIS:1 0 0 % ^ U T»tlfiiTt 04^11 & * b, CYPlA»*ffi 
[0 3 3 8] 
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m 1 3 ] 



S13 





CYP1A2§&HJife 




(%) 




9.1 




9.7 




3.7 




5.7 




8.9 


6.6 




4.45 


5.2 


8.7 




9 




7.9 




624 


8.3 




100 




91.3 




47.1 




145 




I 344.2 



[0 3 3 9] 

ft*JB&tf W«#ifcSHWf|sffi *mtZo £fcCYP2C19 fl5ftCDjg«#» ; o % 
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